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6ABSTRACT
ABSTRACT
Biodiversity on earth is threatened and already 
drastically decreased due to anthropogenic actions. The 
ravenous utilization of natural resources has reached 
the point of payback in the forms of climate change, 
diseased crops, and disturbed water cycles. Obviously, 
these changes influence wellbeing of mankind. Besides 
these measurable problems, an invisible world, 
which covers all surfaces on earth, is altering. Loss of 
diversity in macroscopic organisms is repeated at the 
level of micro-organisms, many of which may have 
disappeared before ever described.    
The human body is a lively ecosystem hosting millions 
of microbial organisms, which together form the 
microbiota. These bacterial, viral, fungal, and other 
microscopic residents are faced with our immune 
system, challenging their survival. However, the 
relationship between the host and the residents 
is often not hostile, but in most cases reciprocal. 
Actually, the human immune system has partly 
shared the responsibility of immune-regulation with 
commensals. This evolved dependency between 
human and microbial residents highlights that several 
health problems may arise if this ancient collaboration 
is disturbed. 
Indeed, numerous inflammatory diseases coincide 
with disturbed host microbiota. These diseases, such 
as allergies, asthma, inflammatory bowel disease, 
and cancers, have increased rapidly since recent 
modernization of human habitats and lifestyle. Still, in 
traditional farming and hunter-gatherer communities 
allergies are almost absent. The biodiversity hypothesis, 
which is the concept tested in this thesis, suggest that 
change in the invisible world can seriously increase 
morbidity in human populations. This hypothesis 
states that the destruction of natural environments has 
altered our contact with microbial world, which can 
disturb our immune function, potentially leading to 
the development of inflammatory diseases.
In this thesis, the emphasis is on the effect of exposure 
to environmental microbes, via the living environment 
and lifestyle, on health; central factors suggested by 
the biodiversity hypothesis. The key results from four 
separate projects, which are based on new datasets, are 
following. (I) Skin microbiota differs between rural 
and urban newborns and children. In teenagers this 
difference disappears, probably due to lifestyle-related 
changes. (II) Children who attend to nature-oriented 
outdoor-daycares have considerably more diverse skin 
microbiota than children in other daycares. However, 
their life differs in many ways from that of other 
children, indicating also the importance of lifestyle. 
(III) In the canine model, the prevalence of allergies 
is clearly lower in rural environments, also when the 
effect of dog-breed is controlled. Finally, (IV) the 
exposure to environmental microbes in residential 
environment, and through lifestyle, are concurrently 
related to the skin microbiota and allergies in the 
canine model. 
This thesis suggests the importance of living 
environment and lifestyle, which jointly influence the 
individual’s contact with environmental microbes, for 
health. Therefore, the human living environments, and 
the residing biodiversity in those, can either promote 
or disrupt human health. Currently, accumulating 
evidence projects that exposure to green environments, 
farms, children and animals, basically to all factors that 
increase microbial exposure directly or indirectly, are 
beneficial for human health. My thesis adds to this by 
showing interrelations between microbial exposure, 
microbiota and allergies. Therefore, people, especially 
children, and their fellow-animals, should increase 
their contact with diverse environments and lifeforms 
in order to support both microbial and immunological 
balance in their bodies. Finally, natural environments 
provide yet again one more invaluable ecosystem 
service, which should be recognized and protected.
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Luonnon monimuotoisuus eli biodiversiteetti on 
vähentynyt dramaattisesti viimeisten vuosikymmenien 
aikana väestön kasvaessa. Meneillään oleva kuudes 
sukupuuttoaalto on ainakin välillisesti aiheutunut 
ihmisen luonnonvarojen riistohyödyntämisestä, jonka 
seurauksena ilmasto on muuttumassa, viljelykasvien 
taudit ovat lisääntyneet ja veden kierto on häiriintynyt. 
Näiden näkyvien ja mitattavien muutoksien lisäksi 
näkymättömien mikro-organismien yhteisöt ovat 
muuttuneet. Monimuotoisuuden tuhoutuminen 
toistuu mikrobitasolla: monet häviävät ennen kuin 
niitä ehditään kuvata. 
Ihmisen keho on ekosysteemi, jota asuttavat miljoonat 
mikrobit muodostaen yhdessä mikrobiomin. Bakteerit, 
virukset, sienet ja muut mikroskooppiset eliöt 
kohtaavat ihmisen puolustusjärjestelmän, joka haastaa 
niiden selviytymisen. Mikrobien ja ihmisen suhde 
on kuitenkin harvoin haitallinen: useimmiten yhteys 
on positiivisesti vastavuoroinen. Ihmisen keho on 
hyödyntänyt joidenkin mikrobien immuunijärjestelmää 
säätelevää ominaisuutta jakamalla osan kuormituksesta 
asukkaidensa kanssa. Tämän miljoonia vuosia vanhan 
vuoropuhelun häiriintyminen voi johtaa useisiin 
terveysongelmiin.  
Ihmiskehon mikrobiyhteisöt ovat poikkeavia useissa 
elintasosairauksissa. Monet näistä sairauksista, kuten 
astma, allergiat, tulehdukselliset suolistosairaudet 
ja syövät, yhdistyvät kehon pitkittyneeseen 
tulehdustilaan. Länsimaistumisen myötä 
elintasosairaudet ovat voimakkaasti yleistyneet, 
mutta esimerkiksi allergiat ovat edelleen harvinaisia 
perinteisissä maanviljelysyhteisöissä. Biodiversiteetti-
hypoteesi, jota testataan tässä väitöskirjassa, esittää 
että mikrobiyhteisöjen muutos ympäristössämme 
uhkaa ihmisen terveyttä. Hypoteesi olettaa että 
luonnon ympäristöjen tuhoutuminen muuttaa ihmisen 
altistumista vihreän luonnon mikrobeille, mikä taas 
voi johtaa immuunijärjestelmän heikompaan säätelyyn 
ja lopulta tulehdusperäisen sairauden kehittymiseen. 
Tässä väitöskirjassa keskitytään elinympäristön 
ja elämäntavan vaikutuksiin ihmisen terveyteen 
kuten biodiversiteetti-hypoteesissa oletetaan. 
Tulokset perustuvat neljään eri osaprojektiin, jotka 
pohjautuvat erillisiin, uusiin tutkimusaineistoihin. 
Keskeiset löydökset ovat: (I) Ihon mikrobiomi 
eroaa maalais- ja kaupunkilaislasten välillä. Tämä 
ero häviää teini-ikäisillä, johtuen todennäköisesti 
muutoksista heidän elämäntavassaan. (II) Erityisissä 
luontopäiväkodeissa olevien lasten ihon mikrobiomi 
on rikkaampi kuin muissa päiväkodeissa olevien lasten. 
Toisaalta näiden lasten elämäntapa on muutoinkin 
poikkeava. (III) Lemmikkikoirilla allergiat ovat 
huomattavasti yleisempiä kaupunkiympäristössä kuin 
maaseudulla, silloinkin kun koirien rodun vaikutus 
on kontrolloitu. (IV) Altistuminen ympäristön 
mikrobeille elinympäristön välityksellä ja elämäntavan 
kautta vaikuttaa ihon mikrobiomiin ja allergioihin 
koiramallilla. 
Väitöskirjani tulokset osoittavat että elinympäristö 
ja elämäntapa yhdessä vaikuttavat yksilön 
mikrobiomiin ja siten terveyteen. Tämän vuoksi 
ihmisen elinympäristö, ja sen monimuotoisuus, 
voivat joko tukea tai häiritä ihmisen terveyttä. Tällä 
hetkellä on laajaa näyttöä mikrobialtistusta lisäävien 
tekijöiden, kuten vihreän elinympäristön, maatilojen, 
eläinten ja sisarusten, hyödyistä ihmisen terveydelle. 
Väitöskirjani tarkentaa aikaisempaa tietoa osoittamalla 
yhteyksien kolminaisuuden mikrobialtistuksen, ihon 
mikrobiomin ja allergioiden välillä. Perustuen tähän 
ja aiempiin löydöksiin, ihmisten, erityisesti lasten, 
tulisi lisätä altistumistaan monimuotoiselle luonnolle 
ja erilaisille eliöille tukeakseen sekä mikrobiomin 
että immuunijärjestelmän tasapainoa kehoissaan. 
Lopuksi, luonnon ympäristöt tarjoavat jälleen kerran 
vielä kuvaamattoman ekosysteemipalvelun, joka tulisi 
suojella.
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SUMMARY
Jenni Lehtimäki
Environmental Microbiota Group, Metapopulation Research Center, Department of Biosciences, 
PO Box 65 (Viikinkaari 1), 00014 University of Helsinki, Finland
1 INTRODUCTION
1.1 ALLERGY	–	A	DISEASE	OF	AFFLUENCE
Allergic diseases belong to a large group of non-
communicable diseases, also known as diseases of 
affluence or inflammatory diseases. Allergic diseases 
such as hay fever and rhinitis used to be sophisticated 
diseases of privileged people in the 19th century. Since 
the 1960’s situation has gradually changed; nowadays 
allergies are increasingly common in developed and 
transitional societies (Hertzen and Haahtela 2004, 
Asher et al. 2006). Allergy burden in children is well 
recorded worldwide (Asher et al. 2006) showing on 
average alarmingly high and constantly increasing 
prevalence of these diseases. For example, more than 
10 % of Australian infants suffer (challenge-proven) 
food allergy (Osborne et al. 2011).  In Finland, roughly 
25 % of the adult population suffers from some kind 
of allergic symptoms (Jousilahti et al. 2016). Actually, 
this worryingly high prevalence makes Finnish people 
a good study population as diseased individuals can be 
easily found. 
Allergy is type of hypersensitivity, where binding 
of antibody to, for example, pollen or food-related 
protein, causes memory response leading to the 
tissue damage. In other words, immune system uses 
inappropriately mechanism that is primarily for fighting 
against pathogens, which leads to morbidity in the 
host (Lydyard et al. 2011). This classically recognized 
mechanism of allergic diseases leaves the question 
that what triggers this harmful immune reaction. 
Assumingly, the chronic low-level inflammation, i.e. 
over-reacting immune system, is causal in numerous 
non-communicable diseases (Rook 2013). The chronic 
low-level inflammation is suggested to cause changes in 
host (immune system) that can lead to the development 
of diseases such as cancer (Coussens and Werb 2002) 
and metabolic disorders (Hotamisligil 2006). Also in 
allergic diseases, the role of chronic inflammation is 
suggested. The inflammation-related changes such as 
increased gut epithelial permeability as well as changed 
function in innate immune recognition and adaptive 
immunity associate with allergic manifestations 
(Macdonald and Monteleone 2005). If the chronic 
low-level inflammation can explain increasing disease 
prevalence, the question that remains is which changes 
in human life in the first hand cause this inflammation. 
As could be guessed already from the earliest cases 
of allergies, these diseases relate to lifestyle and 
environment. A classic study showed that atopic 
diseases were more common in Western Germany, 
with high living standards, than in Eastern Germany 
in the 1980’s, even though the opposite was expected 
due to heavy air pollution in the eastern parts (Mutius 
et al. 1994). In less extreme comparisons, both in 
Finnish and Estonian children, the prevalence of 
allergic sensitization was higher in urban environments 
(Ruokolainen et al. 2015). The low prevalence of 
allergic diseases in rural environments and with 
farming lifestyle is extensively reviewed (Genuneit 
2012, Nicolaou et al. 2005, Ruokolainen 2017). 
This finding is not confirmed in all studies, which is 
probably because of the differing definition of rural 
environment (Nicolaou et al. 2005, Ruokolainen 
2017). Some other non-communicable diseases, such 
as inflammatory bowel disease and cancer, are also 
more common in urban than in rural environments in 
affluent countries (Schouten et al. 1996, Soon et al. 
2012, Ruokolainen et al. 2015). Besides, the immune 
function can differ between rural and urban populations 
(Renz et al. 2002). For example, the expression of a 
key anti-inflammatory molecule, interleukin-10 (IL-
10), has been shown to be higher in rural than in urban 
children (Amoah et al. 2014). These types of findings 
led the scientists tracing the effects of rural living, 
large family sizes, animal exposure and non-western 
lifestyles, which all relate to low incidence of allergies, 
and large exposure to varied micro-organisms. 
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1.2 MICROBIOMES	IN	US	AND	
SURROUNDING	ENVIRONMENTS
Only about two decades ago, human microbiome 
research emerged as one of the fastest growing scientific 
fields (Blaser 2014). Both microbiota and microbiome 
describe microbial communities in human body, 
but the meaning of these terms is slightly different. 
The microbiota means all microbial organisms in 
a given ecosystem, for example, the human body. 
The microbiome includes microbiota, but also all 
the genetic information. The interest in microbial 
communities in humans increased after technological 
advances. Basically, the sequencing-based methods 
enabled scientists to study the full diversity of microbes 
in defined ecosystems (including human body; Blaser 
2014) while previously used culture-based methods 
were able to reveal only some microbes. The bacterial 
16S rRNA gene sequencing is common way to define 
microbiota, while metagenomics are needed for the 
definition of microbiome. In this thesis, only microbiota 
is described and hence that term is mostly used. 
Nowadays the human microbiome is compared with 
bodily organs due to its importance to human health 
(Baquero and Nombela 2012). The great microbiome-
hype arose from findings showing that the microbial 
communities noticeably differ between healthy and 
diseased individuals in several non-communicable 
diseases such as rheumatoid arthritis, colorectal 
cancer, obesity and type 2 diabetes (Zhang et al. 
2015b, Wang et al. 2012, Le Chatelier et al. 2013, 
Qin et al. 2012), and from experimental studies 
showing that the microbiome can be causal in the 
development of these diseases (e.g. Zhao 2013, 
Gilbert et al. 2016). Moreover, several immunological 
routes, through which the microbial residents shape 
our immune system, have been described (Maynard 
et al. 2012, Honda and Littman 2016). For example, 
the formation of gut-associated lymphoid tissues 
and subsequent immune system development can be 
hampered in lack of microbial exposure (Maynard 
et al. 2012, Hooper et al. 2012). Moreover, short-
chain fatty acids, which are fermented from complex 
carbohydrates by gut bacteria, are important signaling 
molecules in numerous processes such as in regulating 
inflammatory reaction (Morrison and Preston 2016). 
The microbial exposures are suggested to be especially 
decisive early in life as microbe-host interactions 
during this period can determine later susceptibility 
to develop disease. For example, the composition of 
gut microbiota during the first three months of life 
was disturbed in infants who later developed asthma 
(Arrieta et al. 2015). Also, reduced diversity of 
gut microbiota during the first year of life has been 
associated with asthma and allergic sensitization at 
school-age (Abrahamsson et al. 2014, Bisgaard et al. 
2011). 
Several factors associate with the composition of human 
microbiota. At the moment, diet, genetics, antibiotics 
and other medication, disease status, type of childbirth 
and family relations have been associated with the 
composition of host microbiota (e.g. Zhernakova et al. 
2016, Korpela et al. 2016, Song et al. 2013, Pozuelo et 
al. 2015). Therefore, the composition of host microbiota 
seems to be selected by host-specific factors and shaped 
by lifelong exposures. Interestingly, the gut, skin and 
nasal microbiota differs between people living in 
different countries, having dissimilar lifestyle and living 
either in rural or urban environments (Yatsunenko et 
al. 2012, Ying et al. 2015a, Ruokolainen et al. 2017). 
This is expected as the environmental microbiota, i.e. 
the microbes living in certain environment, differs 
between different climatic zones and between natural 
and built environments (Barberán et al. 2015b). In a 
city-environment, the environmental microbiota differs 
between parks and asphalt-covered areas, diversity being 
higher in green areas (Mhuireach et al. 2016). Outdoor 
microbiota contributes to the indoor fungi, but overall 
number of human occupants, their sex and pets are 
more important modulators of indoor microbiota 
(Meadow et al. 2014, Hospodsky et al. 2012, Barberán 
et al. 2015a). Actually, indoor-spaces, in which western 
people spend on average more than 90 % of their time, 
are enriched with microbes common in human skin only 
(Lax et al. 2014, Barberán et al. 2015a). Together these 
findings indicate that humans have limited exposure to 
variety of microbes if staying mostly indoors in urban 
environments. 
1.3 THE	BIODIVERSITY	HYPOTHESIS	OF	
ALLERGY
Biodiversity means a variety of life in all levels from 
genes to organisms and finally to ecosystems. Diversity 
of species in terrestrial, aquatic and marine ecosystems 
has been consistently shown to be an important 
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determinant of ecosystem productivity, stability, 
invasibility (= ability to resist invasion by exotic species 
or by pathogens), and nutrient dynamics (Tilman et al. 
2014). The diversity at the level of microbial organisms 
is stunning. Its potential importance for planetary and 
human health is currently topic of intensive discussion 
(Shade 2017). 
The biodiversity hypothesis postulates that opposite 
worldwide trends, i.e. the decreasing biodiversity and 
the increasing prevalence of inflammatory diseases, 
are related (Figure 1.). Basically, hypothesis proposes 
interrelations between living environments, host 
microbiota and immune function. That is, the exposure 
to diverse environmental microbes in green areas can 
support immune function while in urbanized areas 
the microbial exposure is assumed to be limited. If 
the cross-talk between variable microbes and immune 
function is disturbed due to limited contact with 
natural environments, non-communicable diseases can 
develop (Hertzen et al. 2011). These associations are 
widely advocated (e.g. Rook 2010), but little direct 
support exists (Ruokolainen et al. 2016). However, the 
pioneer study and a predecessor of this thesis, showed 
that the allergic individuals had lower biodiversity in 
their residential environment. Further, Acinetobacter 
showed relation with anti-inflammatory IL-10 in healthy 
individuals, while in allergic individuals this relation was 
absent (Hanski et al. 2012). 
The biodiversity hypothesis somewhat relates to its 
famous predecessor, the hygiene hypothesis, and to 
newer and more focused the ‘Old Friends’ mechanism. 
Also other related hypotheses have been proposed (e.g. 
Shreiner et al. 2008). The hygiene hypothesis states, 
in its original form, that less childhood infections 
is followed by more inflammatory diseases. That 
is, the prevention of infections can be causal in the 
development of non-communicable diseases. Recently, 
scientists have proposed that hygiene hypothesis should 
be rejected as it gives a misleading message for the 
public (Bloomfield et al. 2016). That is, washing hands 
and accepting vaccinations are still recommended 
actions. The ‘Old Friends’ mechanisms emphasizes the 
importance of varied parasites and microbes, which 
have co-exist with humans millions of years, for the 
immune functions (i.e. the evolved dependency; Rook 
2010). Recently, the change in lifestyle has reduced 
our contact with these parasites and environmental 
microbiota (Rook 2013). The biodiversity hypothesis 
closely builds on the ‘Old Friends’ mechanisms, but 
it underlines the ongoing biodiversity loss, not just 
reduced contact with it. In other words, changes 
in lifestyle may not be enough to preserve human 
health unless the natural environment, and residing 
biodiversity, is also protected.
The potential immunological mechanism through 
which the environmental microbes support healthy 
immune function is not currently fully understood. 
Assumingly, the recognition of microbial antigens or 
molecules produced by microbes creates a cascade 
of reactions which can lead either to the activation 
or suppression of an (specific) immunological 
Figure 1. The biodiversity hypothesis states 
that two megatrends, the drastic increase in 
non-communicable diseases (NCDs) and the 
destruction of biodiversity, are related. The link 
between these two is limited exposure to environmental 
microbes that can support healthy immune function in 
the host.
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response. It is suggested that the host microbiota 
is especially important in activation of immuno-
regulatory networks which ensure that inappropriate 
inflammatory responses are terminated (Hertzen et al. 
2011). This view is supported in review by Honda and 
Littman (2016) that introduces several ways by which 
microbiota maintains immune homeostasis of host. 
The immuno-regulatory nature of host microbiota 
is in harmony with the hypothesis that modern 
diseases, which associate with the chronic low-level 
inflammation, are caused by the limited exposure to 
beneficial microbes.    
The sixth mass extinction is currently consuming the 
diversity on earth (Barnosky et al. 2011). The global 
change in environments, i.e. the replacement of natural 
environments with anthropogenic environments, sets 
a huge cost for global biodiversity. The extinction 
magnitudes and rates are harder to estimate in 
microscopic than in macroscopic organisms, but some 
support exist showing that globally cities harbor similar 
microbial communities (Epp Schmidt et al. 2017), and 
that microbial diversity is decreasing (Staley 1997). 
Also, microbial diversity in soil relates to local plant 
diversity (Prober et al. 2015), proposing that change 
is macroscopic diversity probably reflects that of 
microbes. It is alarming for human health that some of 
our ancient microbial friends (Rook 2010), that have 
important dialogue with our immune cells, may be 
lost along macroscopic species. This thesis examines 
broadly the relations between allergic diseases, host 
microbiota, i.e. the microbes living in individual’s 
body, and exposure to environmental microbes. In 
other words, this thesis searches support, in the spirit 
BOX 1. THE SKIN MICROBIOTA FROM THE PERSPECTIVE OF THE BIODIVERSITY 
HYPOTHESIS
Gut microbiota has been the main focus of microbiota research and the source of all “microbiota-hype”. However, in this 
thesis, the skin microbiota was studied instead, due to three main reasons. 1) Skin microbiota, but not gut microbiota, 
tends to resemble soil microbiota (Parfrey et al. 2014). Moreover, soil microbiota transferred on human skin can partly 
persist even a full day (Bateman 2017) suggesting that daily outdoor exposure can provide constant expose of skin to the 
environmental microbes. The mixture of transient and permanent members of skin microbiota suggests dynamic interaction 
of skin microbiota with the environment (Hertzen et al. 2011). Together these findings indicate that environmental 
microbiota can shape the microbial community on skin. 
Biodiversity hypothesis does not assume that the immune modulation by environmental microbes is taking place through 
skin microbiota. Gut microbiota and respiratory tract microbiota are equally likely to contribute to the immune function 
this way (Hertzen et al. 2011). However, the respiratory tract and skin microbiotas have more immediate contact with 
environmental microbiota than the gut microbiota which is exposed to strong selective pressures such as stomach acids. 
Moreover, the skin and respiratory tract (nasal) microbial communities were unalike in rural Finnish and Russian subjects 
who are exposed differently to environmental microbes (Ruokolainen et al. 2017). Therefore, the potential health-benefits 
intervened by environmental microbes are probably mediated through the skin and respiratory tract. This is supported by 
recent findings showing that 2) the skin and its microbiota seem to have systemic role in immune function even though 
previously the effect was suspected to be only local (Belkaid and Segre 2014). This is supported by research showing that the 
interplay between skin microbiota and epidermal cells regulates several immunological networks, maintains tissue integrity 
and keratinocyte homeostasis (Prescott et al. 2017). Additionally, the skin microbes control the barrier function of the skin, 
which is central in the development of skin diseases and relates to the systemic responses controlled by immune cells in the 
skin (Nakatsuji et al. 2017). Together these findings suggest the importance of skin microbial communities for host health. 
The skin is a large organ, which has, in a view-point of microbes, several dissimilar habitats with different selection pressures 
(Karkman et al. 2017). For example, moist, warm and sheltered armpit supports different microbial community than 
drier and more exposed areas of skin (Grice et al. 2009). Besides this spatial variation, communities on the skin have more 
individual and temporal variation than communities in the gut (Costello et al. 2009). Therefore, skin microbiota is rather 
difficult to comprehensively characterize in single individual. However, 3) the skin microbiota samples are relatively easy to 
collect compering to the gut and the respiratory tract samples. 
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of the biodiversity hypothesis, for that human health 
closely depends on the health of the nature.
2 OBJECTIVES
The objective of this thesis is to find empirical support for 
the biodiversity hypothesis. That is, to search for relations 
between the residential environment, host microbiota 
and allergies. Each sub-project focuses on different angles 
of the hypothesis. The main questions in each project are: 
Project I: Does the skin microbiota develop 
systematically differently in children living in contrasting 
environments, i.e. either in the city-center of capital 
or in sparsely populated rural areas? If so, does this 
development relate to allergic sensitization or symptoms?
Project II: Can outdoor practices and environments 
in daycares shape the skin microbiota in children? If 
so, do these changes in the skin microbiota relate to 
allergic sensitization and symptoms? And finally, if 
daycare environments have potential to influence child 
health, which factors shape the nature-connection of an 
individual daycare?
Project III: Does the prevalence of allergic symptoms 
differ between Wrural and urban environments in 
our companion animals, pet dogs, which share their 
environment and lifestyle with us? Is the relation between 
living environment and health generalizable to other 
mammals than humans?
Project IV: How does the different aspects of 
microbial exposure, i.e. the residential environment, 
exercise environment and lifestyle, influence on 
the skin microbiota in canine model? Do these same 
factors relate to the prevalence of allergic symptoms? 
And finally, what is the relation between the effects of 
early-life and current environments?
Together these four projects clarify the relations 
between environmental microbiota, allergies and host 
microbiota as suggested by the biodiversity hypothesis. 
However, the causality between these factors cannot be 
confirmed by the current approach and the assessment 
of causality is left for future projects.
3 MATERIALS AND METHODS
The results in this thesis are based on notable datasets, 
which were originally collected for these projects. The 
data comprises of biological samples from nearly 350 
humans (children) and 169 pet dogs as well as surveys 
of nearly 6,000 dog owners, and almost 800 daycare-
workers. Biological samples are skin microbiota swabs, 
and serum samples for the analysis of immunoglobulin 
E (IgE). From all individuals, the data includes 
comprehensive questionnaire-information about 
lifestyle, living environment and allergic symptoms 
(Table 1).
PROJECT
n
Species
Age
Female %
Microbiota
IgE
CRP
Allergy
Land-use
Lifestyle
Data
I
275
Human
0-14 years
53 %
+
+
-
+
+
+
Biological
samples
II
68 (+768)
Human
5 years
51 %
+
+
-
+
+
+
Biological
samples
+survey
III
5687
Dog
All
53 %
-
-
-
+
+
+
Survey
IV
169
Dog
1-11 years
67 %
+
+
+
+
+
+
Biological
samples
D
AT
A
BA
SI
CS
TABLE 1.
Table 1. The data in each project.
The n in parenthesis (project II) indicates the survey-part of the project. The project III differs from 
the others as it is solely based on survey, and no biological samples were collected. C-reactive protein 
(CRP), the classic marker of (low-level) inflammation, was only measured in project IV.
??
???????
3.1 ?????????????????????????
Several approaches can be adopted in studies with a 
goal to increase knowledge about human health. In 
this thesis, both cross-sectional studies with human 
subjects as well as model animal-based approaches 
were used. This mixed approach was chosen because 
the strongest support obviously comes from studies 
focusing directly on humans, while, on the other hand, 
an endless list of confounding factors can be ignored in 
model animal-based approach (Figure 2.). 
Laboratory mouse is a common model of the human 
diseases. However, in this thesis, a pet dog model 
was used. The advantage of this approach is that 
pet dog develops spontaneous allergies, which are 
analogous to human allergies (van Steenbeek et al. 
2016). Moreover, dogs share their living environment 
with humans and are exposed to the lifestyle of their 
owners, which is ideal when the focus is the relation 
between environmental microbial exposure and 
health. Also, it is rather impossible to artificially create 
a realistic “living environment” in the laboratory, and 
hence the effects of some unknown factors are lacking 
in a mice model experiments. Finally, the reason to 
use dogs instead of directly focusing on humans is that 
the life of dogs is both shorter and simpler than that 
of humans. This makes the interpretation of results 
much easier as several confounding factor caused by 
multifaceted human life are absent.
Human Canine model
Mouse model
+ Strongest evidence
+ Several research approaches
produce interesting results
+ A lot of available data
- Several confounders
- Slow research process
- Slow development
- Long lifespan
- Complex lifestyles
- Uncontrolled medication
+ Spontaneous allergy
+ Simply lifestyle
+ Shared lifestyle and 
environment with humans
+ Fast development
- Undefined allergy
- Undefined immunology
- Short model animal history
- Uncontrolled medication
+ Controlled environment
+ Well studied animals
+ Easy to create study system
+ Flexible study designs
+ Multigenerational design
+ Fast development
- Overly simplified system
- Artificial diseases
- Introduced allergy
- Long laboratory history
Human is more preferable
Canine model is more preferable
Mouse model is more preferable
Figure 2. The advantages and disadvantages of different study 
subjects. The dog model provides an intermediate solution between two 
extreme approaches, humans and laboratory mice. Canine model provides 
several advantages even though each approach have strengths over others.
We did not use extensive exclusion 
or inclusion criteria in the selection 
of participants. An obvious 
criterion was that subjects needed 
to be from a selected area, i.e. 
either rural or urban, and belong 
to a selected age group. Subjects 
were neither instructed to follow 
certain washing procedure before 
sampling. The advantage of loose 
inclusion criteria is that more 
individuals are able and willing 
to participate in the study. That 
can also decrease the potential of 
artificial biases as subjects are more 
likely to represent population 
randomly. In dogs, the breed is 
important predisposing factor in 
allergic diseases (Bellumori et al. 
2013). Therefore, in project IV the 
breed of subjects was controlled, 
and only two common breeds 
were accepted. In other project 
involving dogs (III), the breed-
effect was later controlled with 
statistical methods.
3.2 ???????????????
The skin microbiota is very 
variable and complex system, 
which begs the question, how it 
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should be sampled? We selected to sample the volar 
forearm of children and an anatomically similar area 
from dog (Figure 3.). This area is technically easy to 
access both in humans and dogs. In dogs, fur-cover 
is not that extensive in the inner side of the leg, just 
below knee-level, which makes access to skin easier. 
Secondly, this area is rather dry, which is usually not 
associated with communities dominated by single 
taxa (Grice et al. 2009), which could overdrive 
some interesting, but less competitive players. Also, 
microbiota in volar forearm shows the highest richness 
compared with other body regions (Grice et al. 2009). 
Importantly, arms, and legs in case of dogs, are rather 
well exposed to the surrounding environment, but 
are not as extensively washed as hands (or paws). The 
technical details in sampling, DNA extraction and 
sequencing of V1-V3 region of bacterial 16S rRNA 
gene are described in projects I, II and IV. 
Bacterial sequences were organized to operational 
taxonomic units (OTUs) with bioinformatic methods. 
An OTU is a collection of sequences that resemble each 
other more than a defined value. Both the commonly 
used 97% similarity threshold and also more strict 
definitions were used, as the development on research 
field has started to question traditional, but arbitrary 
cut-off value of 97% similarity (Nguyen et al. 2016). 
The OTU definition follows several rather standard 
bioinformatics steps in which the quality of sequences 
is certified by removing the primers needed in PCR, 
combining the forward- and reverse-sequences, 
removing reads with sequencing errors, clustering 
identical sequences and removing singleton sequences 
(with only one copy in data, meaning that it is probably 
a sequencing error). Then OTU-clusters are created 
with selected cut-off value and taxonomic information 
is added from a selected database, which was Silva in 
this thesis. Specific description about pipeline as well 
as the contaminant removal with a help of negative 
control samples is provided in Lehtimäki et al. (2017).
3.3 THE	DEFINITION	OF	ALLERGY
Allergic diseases are complex, both in their 
development as well as in outcomes. However, much 
work has been done in the definition of allergies in 
humans. We were able to base our definition of allergic 
symptoms to previously developed, internationally 
used and validated questionnaire (The International 
Study of Asthma and Allergies in Childhood; Beasley 
1998). Questions were divided into small groups 
focusing some group of symptoms, which were 
asthma, hay fever, eczema, rhinitis, wheeze and atopic 
dermatitis. These questions were used in dividing 
children to those who were symptomatic or healthy.
A classic clinical marker of allergic sensitization is 
Immunoglobulin E (IgE), an antibody that activates 
histamine-producing mast cells in allergic response 
(Lydyard et al. 2011). IgE can be measured from 
blood serum. If the level of either total IgE or some 
of the specific IgEs is larger than 0.35 kU/l, an 
individual is defined to be sensitized (or atopic), that 
is, predisposed to allergic diseases. In this thesis, the 
cut-off point for IgE was increased to 1 kU/l, because 
larger values are more likely to be associated with 
clinically meaningful symptoms. A higher threshold 
has also been empirically justified previously (Hanski 
et al. 2012, Ruokolainen et al. 2015).
The definition of allergies was more difficult in dogs. 
Even though allergic symptoms cause increasingly 
morbidity in pet dogs, the nature of canine allergies 
is not well understood. Currently, allergies in dogs 
are divided into food allergies (FA) and canine atopic 
(a) (b)
FIGURE 3.
Figure 3. The skin 
microbiota sampling 
in humans and dogs. 
(a) In humans, the 
samples were collected 
from the volar forearm, 
and in (b) dogs from the 
anatomically comparable 
area.
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dermatitis (CAD), while the respiratory symptoms 
are absent in contrast to allergies in humans (Pucheu-
Haston 2016). Still, there is no clear characterization 
of FA and CAD, rather, these diseases are overlapping 
(Verlinden et al. 2006). Therefore, in this thesis, the 
definition of canine allergy is single disease with 
variable symptoms, and no attempt to divide those to 
certain diseases was done. This definition was based 
on a large questionnaire, which was developed by the 
specialists of canine dermatology.
The IgE is used as a marker of allergies also in dogs. 
However, the relation between allergic symptoms and 
IgE levels is unclear in dogs (e.g. Lauber et al. 2012). 
In this thesis, IgE levels of dogs to several inhalant 
allergens did not show relation with symptoms, and 
therefore IgEs were not used in definition of allergies 
(or sensitization). 
3.4	 THE	CHARACTERIZATION	OF	THE	
LIVING	ENVIRONMENT
What are the important characteristics in individual’s 
living environment regarding health is a question 
without a definitive answer. Therefore, it is unclear in 
which aspects of living environment research should 
focus. The living environments consist of, for example, 
the land-use, the amount of people and animals on that 
area, diversity of living creatures, climate and seasons, 
and pollution levels. Obviously, these factors are 
strongly correlated and their effects on human health 
are therefore difficult to distinguish. 
In this thesis, land-use patterns, i.e. the proportions of 
forests, fields, built areas and water, were used to define 
the characteristics on the living environment. This 
approach is rather practical, as the land-use around an 
individual’s home is easy to define based on the publicly 
available database of land covers (CORINE 2012). 
The coordinates of an individual’s home were defined 
from collected address information, which were used 
to define the land-use with certain buffer around the 
home. Based on the previous experience, a 3 km radius 
was chosen, as it provides sufficient resolution for 
estimating land-use effects (Ruokolainen et al. 2015). 
Shorter radiuses give more confusing results as the 
close-by environments can be rather similar in rural 
and urban areas. Also, the environmental microbiota 
travels in the air, sometimes rather long distances 
(Wilkinson et al. 2012), and therefore individual is 
probably exposed to microbiota from farther away 
than just that in immediate home environment.
3.5	 THE	CHARACTERIZATION	OF	THE	
LIFESTYLE
A large set of information regarding the lifestyle- 
and family-related features were collected in each 
project with questionnaires. In each project rather 
similar information was collected, however, questions 
were adjusted for each age group and species. 
Questions covered areas of interest such as early-
life nurturing (environment), characters of current 
living environment, animal contacts, and amount and 
quality of outdoor exercise. Questions tried also to 
catch the effect of several confounding factors such 
as breastfeeding and birth weight, number and age 
of siblings, socio-economical situation of the family, 
smoking and health of the parents, consumption of 
farm milk and butter, and antibiotics use. 
The lifestyle of an individual is difficult to fully 
describe as the concept is not well-defined and 
comprehensive research approaches are lacking. 
The number of questions is wise to keep rather low 
in order to increase response rate. Also, subjective 
answers can give inflated results. Because of these 
limitations, but also due to statistical reasons, we 
reduced the data dimensionality in order to create 
a single “lifestyle” variable (see following chapter). 
Single variable that is simplified from several variables 
gives fuller image from the lifestyle than any single 
question and decreases the effect of subjectivity. Full 
lists of questions are provided in the supplementary 
material of each project. 
3.6	 STATISTICAL	ANALYSIS	OF	COMPLEX,	
MULTIVARIATE	DATA
In each project, several complex datasets were 
united. These were 1) the skin microbiota-data – a huge 
matrix of the abundances of each OTU found in all 
study subjects, 2) the information regarding allergic 
symptoms (questionnaire) and IgE (clinical data), 3) the 
large questionnaire information about lifestyle- and 
family-related features, and finally 4) the land-use 
information. In Project III, dataset 1 was not available. 
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Datasets marked with italics indicate response variables 
in analyses.
The information in datasets 2 to 4 were all 
independently simplified to single variables (i.e. the 
data dimensionality was reduced), even though few 
previously defined, interesting variables were also 
used as such. Simplification eases the interpretation 
of results, and removes statistical problems caused by 
correlation between explanatory variables and large 
number of explanatory variables. The simplification 
was done by related multivariate methods, which 
were selected according datatypes. The simplification 
of allergic symptoms and lifestyle features, i.e. the 
questionnaire information was done with Principal 
Coordinate Analysis (PCoA) on Gower’s dissimilarity 
matrix (that accepts mixture of factors and continuous 
variables; Legendre and Legendre 2012) calculated 
from datasets. In project III, this was done with Factor 
Analysis, which creates new factors for which data 
variables load differently. This enables the definition of 
relations between data variables and clustering those 
to new variables and therefore exclude correlations 
and large number of variables. Finally, the land-use 
information was simplified with Principal Component 
Analysis (PCA). After these analyses, the first (and in 
some cases also the second) axes (or factors in case of 
Factor Analysis) were extracted, as those are likely to 
include the most of the meaningful variation in a large 
raw data, to be used in further analysis.
The skin microbiota data was normalized before 
further analyses. This was done with a method that 
seemed to fit each dataset best. That is, the goal is 
to control the effect of the dissimilar sample sizes 
without losing biologically relevant information 
(McMurdie and Holmes 2014). In all projects (I, II, 
IV), Cumulative sum -normalization provided in the 
metagenomeSeq-package in R (Paulson et al. 2013) 
was considered to be the best method. If needed, the 
samples were further transformed in order to reduce 
the effect of the dominant OTUs. The idea in both 
normalization and transformation is to ensure that the 
results are not product of artificial aspects in complex 
and variable microbiota datasets (i.e. noise), and, on 
the other hand, that biological phenomena are not left 
hidden under all the noise. 
Huge microbiota datasets are difficult to use as 
such. Also, the approach which focuses only a single 
OTU rarely produces interesting results, due to the 
large inter-individual variation. The common way 
to approach complex communities is to either focus 
on certain higher taxonomic groups (for example, 
Proteobacteria) or to consider the dissimilarities 
between samples. Dissimilarity indicates how different 
the communities are between the two samples (i.e. two 
individuals). In this thesis, dissimilarity matrixes were 
used in both unconstrained and constrained ordination 
methods, in order to visualize the information in the 
matrix. Moreover, the analysis of variance of distance 
matrixes (implemented in vegan-package; Oksanen et 
al. 2016) was used to test how different explanatory 
variables might associate with between-sample 
dissimilarity. 
The methods mentioned above focus on community-
level differences, and are able to show which samples 
are different. In this thesis, the OTUs that are 
differently abundant between groups were searched 
(with Deseq-package; Anders and Huber 2010). Also, 
so called ‘random forest’ –predictions were used as 
they are also a good tool for both defining whether 
certain explanatory variable can explain patterns 
in the microbiota, and which OTUs are best  in 
characterizing the pattern. Random Forest analysis 
(Liaw and Wiener 2002) uses the community data 
(microbiota) for predicting the explanatory variable. 
Analysis takes randomly part of the data to create a 
model, which is then used for the rest of the data. This 
is repeated several times, and the success of the models 
defines the prediction power. 
Lastly, a common and simple way to describe microbiota 
data is to calculate community diversity. A diversity index 
is a single number which summarizes the richness (i.e. 
species number) and the distribution (i.e. the abundance of 
each species) of species in the community. Such indices are 
widely used as a descriptive statistics in microbiota studies, 
but the value of such simple indices is debatable (Karkman 
et al. 2017). In each project including microbiota data, the 
Shannon diversity index was estimated. 
3.7 ETHICAL	STATEMENT
The ethical approval for the projects I and II is 
from the Ethics Committee for Gynecology and 
Obstetrics, Pediatrics and Psychiatry of the Helsinki 
and Uusimaa Hospital District (permission number: 
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283/13/03/03/2013), and for the project IV is from 
the Animal Ethics Committee of State Provincial 
Office of Southern Finland, Hämeenlinna, Finland 
(ESAVI/6054/04.10.03/2012). Sample collection 
and all subsequent experimental procedures were 
conducted in accordance with relevant guidelines and 
regulations.
4 MAIN RESULTS AND 
DISCUSSION
Three key findings arose from these thesis projects. 1) 
The skin microbiota of an individual is shaped both by 
the living environment and lifestyle (i.e., the passive 
and active contact with surrounding environment). 2) 
Allergies are clearly more common in urban than in 
rural areas in canine model, but this cannot be seen in 
children, which is probably due to the study design. 
Finally, 3) the skin microbiota, allergic symptoms and 
exposure to environmental microbes are interrelated 
in canine model. 
Together, the findings in this thesis propose that 1) 
the biodiversity hypothesis is supported, 2) natural 
environments provide an ecosystem service in the 
form of environmental microbes, and that 3) the pet 
dog is a valuable model that falls between human 
studies and laboratory experiments (Table 2.). 
4.1	 LIVING	ENVIRONMENT	ASSOCIATES	
WITH	THE	SKIN	MICROBIOTA	AND	
ALLERGIC	DISEASES
Both in children and in canine model, the skin 
microbiota differed between individuals living in 
rural and urban areas (I, IV; Figure 4.). These findings 
agree with previous investigations: Both in Finnish and 
Chinese adolescents and adults the rural and urban 
differences were clear in the skin microbiota (Hanski 
et al. 2012, Ying et al. 2015b). Also, rural and urban 
differences in the gut microbiota have been discovered 
in Russian and Chinese populations (Zhao et al. 2011, 
Zhang et al. 2015a, Tyakht et al. 2013). Several studies 
has shown differences in the gut microbiota (e.g. 
Coon et al. 2016, Eichmiller et al. 2016, Kohl et al. 
2017, Song et al. 2017) and skin microbiota (Hyde 
et al. 2016, Lemieux-Labonté et al. 2016) between 
different living environments in variety of animal 
species. According to my knowledge, this is the first 
description of rural-urban differences in the canine 
microbiota. 
The relationship between living environment and 
allergic diseases was less clear (Figure 5.). In canine 
model, the prevalence of allergic symptoms closely 
followed the land-use gradient both in the survey (III) 
and empirical data (IV), such that canine allergies 
Table 2. The main results and conclusions in each project and the common conclusion of thesis.
The skin microbiota differs in 
children living in contrasting
environments.
The skin microbiota is highly diverse in 
children attending outdoor-daycares.
Urban pet dogs suffer from allergic
symptoms more than rural dogs.
The skin microbiota, allergic symptoms
and exposure to environmental
microbes are interrelated.
Rural and urban children get dissimilar
microbial exposure.
Nature-oriented lifestyle support
constant exposure to diverse microbial
world.
The relation between allergies and 
living environments can be generilized
in mammals.
Urbanised environments and lifestyles
can seriously impair individual health. 
Project Main result Main conclusion Thesis conclusion
CA
N
IN
E 
M
O
D
EL
CH
IL
D
RE
N
I
II
III
IV
Environmental
biodiversity provides
an ecosystem service
(micro-organisms) that
should be recognised
and protected.
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are more common in urban than in rural environments 
(e.g., Kausel et al. 2013, Ruokolainen et al. 2015). 
Also in dogs, the protection provided by the exposure 
to green space against allergic diseases has been 
described previously (Meury et al. 2011, Nodtvedt et 
al. 2006), even though not as comprehensively as in 
this thesis (III, IV).
In canine model, the interrelations between living 
environment, allergies and the skin microbiota could 
be found (IV). That is, the prevalence of allergies and 
the composition of the skin microbiota concurrently 
followed the land-use gradient. Even though this is an 
association, it suggests that rural-type skin microbiota 
is protective against allergic diseases as the prevalence 
of these diseases was lower in rural areas. In children, 
only weak association between the skin microbiota and 
allergic sensitization could be found (I). That is, the 
triangle of interactions found in canine model could 
not been confirmed with child dataset. 
The potential reasons for the puzzling disparity in the 
environment-microbiota-allergy relations between 
dogs and children are several. First, the association 
between health and the current living environment/
microbiota can be absent in the cross-sectional 
datasets—including children with varied age groups 
(I) and children with age of five years (II). That is 
because the important microbial exposure regarding 
immune-development probably occurs early in life, 
while the allergic symptoms manifest usually later. This 
assumption is based on notion that the composition of 
(gut) microbiota during the first year of life associates 
with later allergic manifestations (Arrieta et al. 2015, 
Abrahamsson et al. 2012, Abrahamsson et al. 2014, 
Kennedy et al. 2017). Hence, longitudinal study 
design may be needed for finding association between 
microbiota and allergies. Another plausible explanation 
is that in a westernized country like Finland, the 
lifestyle factors may not differ that much (anymore) 
between rural and urban populations, and therefore 
the protection provided by rural environment can 
be overdriven by other causal factors, such as limited 
contact with outdoor environments or western diet. 
Thirdly, children (I, II) may not be random sample from 
population, as the invitation letter – highlighting the 
focus on allergies, may have selected individuals. Also, 
collected information regarding allergic symptoms 
can be insufficient for the definition of clinical allergy.
The reasons mentioned above are not enough to 
explain the disparity in child and dog datasets. Also 
in dogs, the datasets were cross-sectional (III, IV) 
and therefore, data type cannot be the only reason. 
Reasonable explanations could be that 1) the life of 
dogs is simpler, meaning that multifaceted factors 
do not mask the effect of living environment, 2) the 
development of immune system may somewhat differ 
in dogs and children, and 3) the definition of allergic 
diseases differed in dogs and children. As mentioned 
above (Materials and methods), the definition used in 
canine allergies is broader than that used in children 
(in which sensitization and several symptoms were 
analyzed separately). Consequently, the definition used 
in dogs can be more efficient in finding the individuals 
with malfunctioning immune-system, regardless 
Figure 4. An example of clustering 
of the skin microbiota by the living 
environment. In two year old Finnish 
children, the clustering of the skin microbiota 
by the current living environment (UR=urban, 
RU=rural) is clear. At this age, children actively 
study their close surroundings, and typically 
in Finland small children are taken outdoors 
regularly.
UR
RU
FIGURE 4.
were more common in urban environments. 
In children, no robust association between 
living environment and allergic symptoms or 
sensitization were discovered (I, II), even though 
the rhinitis symptoms were significantly more 
common in urban children (I). This contrast 
with notable previous evidence, which has 
repeatedly shown that allergic manifestations 
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of the actual allergic disease manifestation. The 
manifestations in allergic symptoms are variable even 
though roots are always in the malfunctioning immune 
system. Therefore, the broader definition may cluster 
individuals better to healthy and ‘allergic somehow’ 
than focus on separate allergic manifestations. The 
reason for the missing link between environment (or 
microbiota) and allergic symptoms in children (I, II) 
cannot be fully understood, and it actually underlines 
the value of the canine model.
4.2	 LIFESTYLE	SHAPES	THE	CONTACT	
WITH	ENVIRONMENTAL	MICROBES
Several findings in this thesis highlight that besides 
the living environment, the actual contact with it 
shapes the composition of skin microbiota. Actually, 
in all projects, the effect of lifestyle-related factors 
could be found: The disappearing difference in the 
skin microbiota of rural and urban teenagers (I), 
dissimilar microbiota in children attending different 
daycare-types (II), and the effect of the lifestyle of 
the dog owner to the canine skin microbiota (III, IV), 
all indicate the importance of actual contact with 
environmental microbes. 
The previous support for the importance of lifestyle in 
the composition of microbiota comes indirectly, i.e., 
the focus of studies has been in some key component 
of lifestyle. For example, the gut microbiota differs 
in children living in the same city, but belonging to 
different socio-economical class (Mello et al. 2016). 
The difference can be found even between the farm 
and anthroposophic children, who are both likely 
to be extensively exposed to natural environments 
(Dicksved et al. 2007), as well as between traditional 
agriculturalist and hunter-gatherers in Peru (Obregon-
Tito et al. 2015). The effect of lifestyle in allergies is 
also well known. For example, a large meta-analysis 
confirmed that asthma is less common in children 
exposed to farming environments (Genuneit 2012). 
Also, children living in farms are less allergic than 
other rural children (Braun-Fahrländer et al. 1999). 
Moreover, the prevalence of allergies was lower in 
Amish than in Hutterite communities, in which 
the only difference is that Hutterites use modern 
farming (Stein et al. 2016). Also, the allergic diseases 
are less common in children who have several 
siblings (Karmaus 2002). Clearly, several lifestyle-
related factors associate with the microbiota and the 
development of allergies. 
In children, the land-use around the daycare was not 
associated with the skin microbiota, but the type of the 
daycare was (II). The skin microbiota was most diverse, 
and differently composed in children attending nature-
oriented outdoor-daycares. This is interesting as the 
land-use around the daycare did not differ between 
outdoor-daycares and typical daycares, but still a clear 
difference in the skin microbiota could be seen. In 
other words, time spent in a certain environment may 
not translate to changes in the skin microbiota without 
active contact. However, it should be noted that several 
family- and lifestyle related factors differed between 
children in outdoor-daycares and other daycares. 
For example, parents of outdoor-daycare children 
were highly educated and these families exercised 
outdoors. Hence, the safer conclusion is that overly 
‘nature-oriented lifestyle’ can cause changes in the 
composition of child skin microbiota.
In canine model, the triangle of interactions between 
the living environment, allergies and the skin 
microbiota could be further expanded with the effect 
of lifestyle (IV). Several family- and lifestyle related 
factors showed strong correlation, and therefore 
this information was simplified to a single variable 
Figure 5. An example of the prevalence of 
allergy along the land-use gradient. In pet dogs, 
the prevalence of allergic diseases follows the land-use 
gradient (in breed-controlled analysis), while in children 
and teenagers (here: 8 to 14 years old) the relation is less 
clear and non-significant.
FIGURE 5.
URBAN RURAL
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of ‘lifestyle’. Rural lifestyle indicated living in large 
family, having regular animal contacts, living in town 
house, and exercising mostly at back yard. Urban 
lifestyle was basically opposite of this. An invaluable 
finding from the project IV was that in different 
combinations of living environment (rural or urban) 
and lifestyle (also rural or urban) associated with both 
the skin microbiota and prevalence of allergies. Rural 
dogs with rural lifestyle were healthiest, while opposite 
conditions were the most morbidity-promoting. This 
pioneering result indicates that the living environment 
and lifestyle jointly influence the skin microbiota and 
allergic diseases. 
4.3	 DIFFICULTIES	IN	THE	ESTABLISHMENT	
OF	THE	BIODIVERSITY	HYPOTHESIS	
This thesis aimed to study the links between microbial 
exposure, allergic manifestations and the skin 
microbiota, as suggested by the biodiversity hypothesis. 
In canine model (IV), such associations were 
discovered. While this hypothesis is also supported by 
findings from the other projects (I-III), not all expected 
associations could be confirmed. Similar partial support 
comes from previous research, which the biodiversity 
hypothesis builds on. For example, the prevalence of 
allergic sensitization is manifold in the Finnish side of 
the Karelian border compared with the Russian side 
(Ruokolainen et al. 2017). The geographic distance is 
only couple of hundred kilometers, but the difference 
in socio-economical level is one of the largest on earth. 
Therefore, the differing microbial exposure between 
Finnish and Russian Karelia is suggested to explain 
this difference. Besides, the mechanisms behind 
the protection provided by microbial exposure are 
starting to unravel. For example, sufficient exposure 
to endotoxins (membrane component of gram-
negative bacteria) is shown to suppress allergy-related 
immune reactions (e.g. Schuijs et al. 2015). 
The evidence provided here, in support of the 
biodiversity hypothesis, is inflated by several limitations. 
The largest, obvious problem is that current research 
mostly describes associations and therefore the causality 
can be questioned. Well-powered cohort studies, well-
designed interventions and experimental laboratory 
work are needed in clarification of the mechanisms. 
Another problem is that the lifestyle-definition used 
here is somewhat vague. It is difficult to define as 
complex issue as lifestyle. Therefore, studies directly 
focusing on the effect of lifestyle on host microbiota 
are rare. However, as health is a product of the total 
lifetime exposures, both positive and negative (i.e., 
exposome), the wider approaches should be adopted 
more often in research (Renz et al. 2017). Also, the 
effect of living environment remains difficult to isolate 
from the effect of the lifestyle (e.g., Ruokolainen et al. 
2015) and, for example, air pollution. Finally, several 
complications in the establishment of the biodiversity 
hypothesis arise from the difficulty to study the human 
microbiome. The microbiome harbors enormous 
individual-level variation both in healthy and diseased 
individuals. Therefore, a ‘healthy microbiome’ is 
currently undefined. 
Here, the focus in the microbiota analysis was on 
community-level differences. No single microbe 
has been mentioned in this summary. That was a 
specific decision in order to 1) highlight that OTU-
level differences are not very robust between rural 
and urban populations, i.e., few OTUs show linear 
relationships with land-use gradients. Rather, the 
rural-urban differences in skin microbiota are 
manifested at the community-level. That is, microbial 
assemblages differ between areas. Of course, as the 
skin microbiota has high inter-individual, temporal 
and spatial variation (Grice and Segre 2011), a single 
sample from the volar forearm can be insufficient 
to reveal much about the total dynamics of skin 
microbiota between geographical areas. Also, 2) 
the information about key organisms is currently 
lacking, even though several have been proposed and 
empirical evidence supporting their importance is 
starting to accumulate (e.g. Acinetobacter; Fyhrquist 
et al. 2014, Debarry et al. 2007). It is suggested that 
microbes rarely work as individuals, but rather in 
groups (King 2014). Therefore, instead of exposure 
to a single microbe, the constant exposure to varied 
assembly of microbes can be the immune-modulatory 
factor that is meaningful for human health (Birzele et 
al. 2017). It has been argued that many of the OTUs 
found from the skin microbiota can be transient (Grice 
and Segre 2011). Nevertheless, transient microbes can 
also be important modulators of immune reactions by 
providing variable microbial exposure. Even though 
this thesis focuses on community-level differences it is 
essential to define potential key organisms as they can 
explain these differences. Also, key organisms provide 
good starting point for experimental studies.
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The single most surprising finding of this thesis 
was that an allergic dog was more likely to have an 
allergic owner than a healthy dog (III). One reasonable 
explanations for this intriguing relation is that allergies 
are caused by a factor which dogs and their owners 
share in their life. Previously pet dogs have been 
proposed to protect children against the development 
of allergies (Hesselmar et al. 1999, Tun et al. 2017). 
Interestingly, protection can happened also the other-
way round: dogs were protected against allergies if 
they were living in large human families (III, IV). These 
unexpected results further support the use of a dog as 
a model animal in the research focusing on the health-
effects of environment and lifestyle. In this thesis, the 
most fruitful results were actually provided by the 
canine model. The use of pet dogs as model animal 
provides a meaningful approach that is intermediate 
between human and experimental studies (Figure 2.). 
5 CONCLUSIONS
The results in this thesis can be translated to few 
suggestions. In canine model (IV), also the effect of 
exercise environment was estimated. It seemed to 
marginally associate with the skin microbiota, but 
not with allergies. Therefore, dog model suggests 
that sustained factors, i.e., the living environment 
and lifestyle, are important for health, while more 
occasional exposure to environmental microbes while 
exercising is less important. The idea that prominent 
contact is needed for differences to arise is supported 
by the comparison between daycare children (II). That 
is, even though the daily exercise did not translate to 
the differences in the skin microbiota in dogs, the all-
day outdoor-exposure did the difference in children. 
In conclusion, the findings in this thesis indicate 
that ‘more is more’ when considering the sufficient 
amount of contact with green environments in order 
to support health-promoting microbiota. Previous 
studies support this view as the exposure to farming 
environment pre- and postnatally, vaginal birth, having 
pets, and older siblings (Ege et al. 2008, Hesselmar et 
al. 1999, Ball et al. 2000), i.e. factors that are likely to 
increase exposure to variety of microbes, all associate 
with allergy-protection. 
‘More is more’ truly challenges modern life by 
suggesting that drastic lifestyle changes need to be 
done in order to support health of the urban people. 
Much can be learned from populations rarely suffering 
from allergies or other non-communicable diseases. 
However, the adoption of rural and traditional lifestyles 
and environments to urban scene is challenging. 
Rural health-promoting factors may be difficult to 
reproduce in cities in scales that can support health of 
the large populations (King 2014). Probably a variety 
of creative solutions are needed, and those should be 
included in each life stage. Outdoor-daycares studied 
here provide one potential solution, and results show 
that nature-orientation in daycares can be supported 
by education and city-planning approaches (II). 
Moreover, the positive effects of rural living exceed 
just the effect of microbial exposure. Recently, it 
was discovered that sialic acid, produced by the cells 
of other mammals than humans, provide allergy-
protection (Frei et al. 2017). Of course, also modern 
(city) life harbors positive sides that should not be 
transformed. For example, infectious diseases are 
rare and life expectancy is long in western societies. 
One suggested way to preserve positive sides of rural 
and urban living is ‘targeted hygiene’ meaning that 
exposure to infectious pathogens should be limited 
while maximizing the contact with beneficial microbes 
(Bloomfield et al. 2016). 
One clear value of this thesis is the focus on less 
studied skin microbiota. It is rather obvious that gut 
microbiota has close contact with a host, and hence 
has important, systemic effect on the host health. 
However, recently the interest in allergy research has 
shifted to importance of the skin. Not surprisingly, the 
largest organ of the human body, the mediator of outer 
information, is more than just passive by-stander. 
Therefore, the microbial communities on the skin, can 
have large impact on human health (Grice and Segre 
2011, Belkaid and Segre 2014). Consequently, the 
microbes in living environment, which has immediate 
contact with the skin, can be important immune 
regulators. This should alarm about homogenous 
urban environments where the contact with diverse 
microscopic world is limited. In cities, humans are 
the source of environmental microbiota (e.g. in public 
transports systems; Hsu et al. 2016) while in rural 
areas environment is the source of human microbiota.
The main message of this thesis is that the contact 
with environmental microbes in living environment 
and through lifestyle jointly either support or disturb 
host microbiota and susceptibility to develop allergies. 
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In other words, exposure to green environment, 
preferably in great amounts, shapes the skin microbiota 
in children and canine model, and associate with 
allergy-protection in canine model. Therefore, natural 
biodiversity in the level of micro-organisms serves 
an ecosystem service, which should be recognized 
(Rook 2013). The invisible diversity, which serves 
both planetary and human health, needs to be wholly 
preserved and protected. 
6	 ACKNOWLEDGEMENTS
There is only one way I can start this section. During 
autumn 2013, Ilkka asked if I would like to start PhD 
project under his supervision. Ilkka was slightly tipsy 
when he did that, but still it was a huge compliment 
for a young ecologist. I am lucky that I got change to 
enjoy Ilkka’s experience few years, and I tried my best 
to absorb everything. When Ilkka got sick, I was unsure 
how everything will end up for me. Later, when he 
passed away, I realized that he had made sure that 
everything works for me and I am grateful for that. 
I got some surprising power after his death. I decided 
that I will do my best to finish this project. 
The reason that I was able to make this decision true 
was my second supervisor Lasse. His door has always 
been  open, and I have not waited a long time an answer 
to any of my questions. His “R clinic” has always been 
fully functional right away when I step in to his office. 
Lasse is a man of the details, both regarding writing 
and visualization (and sometimes clothing). That way 
he has pushed me to think again what I see already 
done and ready. Thank you Lasse that you have trusted, 
supported and belied in me!
Unusually, I had three supervisors. Third one, Tiina, 
has great experience in medical research, and her 
importance for these projects cannot be overlooked. 
Medical research includes numerous steps, starting 
from research permission, and Tiina masters these 
all. Tiina has also made sure that my articles or thesis 
does not include inflated statements about allergies. I 
appreciate the calming way Tiina has saved me from 
various immediate problems through these years.
Even more unusually, besides that I had three 
supervisors, I also had two, unofficial “supportive 
supervisors”. Antti K and Hanna both worked as post 
docs in our group, and through our close collaboration 
they have teach me loads about analysis of microbiota 
data. Further, they both have always been highly 
supportive and great in person. I hope we stay friends 
forever!
I want to thank my opponent professor Harald Renz. 
It is great honor to have you as you have an amazing 
knowledge and experience in allergy research. 
Actually, Prof. Renz saved me as my first opponent 
unexpectedly cancelled. I also thank my custos Arild 
Husby for accepting this task. I am sure you are the 
right person to help me through my exiting defense 
day. 
My thesis was pre-examined by professor Erika von 
Mutius and Anne Salonen. This was great honor for me 
as I have admired their work for several years. Professor 
von Mutius is one of the first scientists addressing the 
questions closely relating my work. Salonen is one of 
the leading experts in microbiome research in Finland. 
Thank you both for your valuable insights to my work.
Each PhD candidate at University of Helsinki have 
also Thesis advisory group. Professor Tari Haahtela 
and Kimmo Saarinen accepted this task. I appreciate 
that you both have been so positive, interested and 
supportive through these years. Tari, I think you 
are a great role model for a young scientists as you 
bravely think outside of the box but still you are able to 
scientifically reason your ideas. Kimmo, I think you are 
excellent in the science popularization. That is a skill 
I liked to develop in myself and hence I am carefully 
following your colorful wording in the media.
My projects are product of intensive collaboration. I 
have a large number of co-authors and I liked to thank 
them all. Especially, Anna H-B, thank you for opening 
the complex world of canine allergies for me; Emma, 
you are the first author in one of my thesis chapters. You 
really nailed the task and I truly appreciate your efforts 
and attitude; Laura P, your supportive comments gave 
me trust to myself; Hannes, your participation to our 
dog project made it true; and finally, Elina, you are 
very precise in everything you do and your efforts 
were central in the chapter III.
Ilkka wanted me to join KARA-group (interdisciplinary 
collaboration group focusing on environmental causes 
of allergic diseases) meetings immediately when I 
24
SUMMARY
joined group as a research assistant. Since then I have 
really enjoyed these meetings, where I can follow 
scientists who appreciate their own work. Basically, in 
KARA meetings, we have been several times amazed 
by our new findings that always seem to fit to the same 
puzzle. From KARA team I want to especially mention 
Noora, Nanna, and Leena.
Metapopulation Research Center that was founded by 
Ilkka has been the research environment where I have 
grown-up to young scientist. I have been surrounded 
by scientist from various fields and learned about the 
variety of study designs, statistical methods, study 
organisms and working cultures. But, much more 
importantly, I have got friends around the globe. I want 
to especially mention Layla, who is my “defense maid 
of honor” and dear friend; Piia, who gave me a big and 
warm hug when Ilkka passed away, and also gave me 
a very important advice when I was struggling; Sami, 
Viia, Kaisa, Jenni V, Marika H, you have helped (saved) 
me with various practical issues; and also Aura, Ana, 
Luisa, Elena, Victoria, Aija, Peter, Torsti, Alvaro, Elise, 
Etsuko, Kristian, Tina, Anniina, Hanna Susi, Anna N, 
Iina, Tommi, and so many others, thank you for your 
friendship. I also want thank LUOVA doctoral school 
for great courses, team spirit and funding. LUOVA 
cannot be mentioned without its great coordinators 
Anni T and Mia.
The projects that are included to this thesis are huge 
and needed a lot of people to come true. I want to 
thank our laboratory workers, especially Laura Lund 
from National Institute from Health and Welfare, who 
patiently explained to me how this sort of studies 
should be done in practice; Annukka Ruokolainen, 
who gave me an excellent explanation how samples 
are processed in lab; Laura Häkkinen, who helped 
me thousand times with small, but necessary issues; 
and finally Toscha Nyman, Tomi Issakainen and Elina 
Poutanen.
I also want to thank our field workers, who had 
challenging task to collect all the samples. The 
situations at the field varied from calm afternoons 
at class rooms to noisy weekends at agility centers. 
Small children and dogs were not always so willing 
to collaborate, but you stayed calm and took samples 
somehow. Tari once said that the percentage of small 
children who we got samples from is impressive. Thank 
you Pirjo Jarke, Leena Ainali, Seija Lipponen, Seija 
Tuononen, Petra Jaakonsaari, Sanna Karumaa, Tanja 
Ekholm-Venäläinen, Nina Voutilainen, Anette Lehtola, 
Tuuli Laukkanen, Emma Thiz and Eini Nieminen.
My parents are not academic, and academic education 
or career are rare in my family overall. At my home, I 
have always been supported in my studies, and since I 
was little I was told that education is important. Thank 
you mom and dad for supporting me and my brothers 
in our studies. Thanks to my brothers Matti and Jukka 
as well as my sister-in-law Teija for your interest 
toward my work. I also want to thank Venja and Vilma 
as you and other children motivate my research every 
day.
I have so many dear friends outside of my working 
environment to thank. With your support and constant 
belief in my skills, this process of self-development has 
been possible. You all provide me more perspective, 
wisdom and love than I could ever dreamed to have. 
Martta, Riina, Taru, Lea, Sara, Salla, Krisse, Esko, Isa, 
Veera, Mia, Anttoni, and last, but not least, Antti L, 
you all have special place in my heart, you are part of 
my extended family. 
My final and greatest thanks goes to all children, 
parents, dogs, their owners, breeders, daycares and 
schools, who participated these projects. I cannot 
stress enough how valuable their efforts were for these 
projects. The roots of this type of science are voluntary 
people, who sacrifice their time for greater good. 
I wish that I could somehow deliver this message to 
them. Thank you so much!
25
JENNI	LEHTIMÄKI
7	 REFERENCES
Abrahamsson, T. R., H. E. Jakobsson, A. F. Andersson, B. 
Björkstén, L. Engstrand, and M. C. Jenmalm. 2012. Low 
diversity of the gut microbiota in infants with atopic eczema. 
The Journal of allergy and clinical immunology 129:434-40, 
440.e1-2.
Abrahamsson, T. R., H. E. Jakobsson, A. F. Andersson, B. 
Björkstén, L. Engstrand, and M. C. Jenmalm. 2014. Low 
gut microbiota diversity in early infancy precedes asthma 
at school age. Clinical and experimental allergy : journal 
of the British Society for Allergy and Clinical Immunology 
44:842–850.
Amoah, A. S., B. B. Obeng, L. May, Y. C. Kruize, I. A. Larbi, 
M. Kabesch, M. D. Wilson, F. C. Hartgers, D. A. Boakye, 
and M. Yazdanbakhsh. 2014. Urban-rural differences in the 
gene expression profiles of Ghanaian children. Genes and 
immunity 15:313–319.
Anders, S., and W. Huber. 2010. Differential expression analysis 
for sequence count data. Genome biology 11:R106.
Arrieta, M.-C., L. T. Stiemsma, P. A. Dimitriu, L. Thorson, S. 
Russell, S. Yurist-Doutsch, B. Kuzeljevic, M. J. Gold, H. M. 
Britton, D. L. Lefebvre, P. Subbarao, P. Mandhane, A. Becker, 
K. M. McNagny, M. R. Sears, T. Kollmann, W. W. Mohn, S. 
E. Turvey, and B. B. Finlay. 2015. Early infancy microbial and 
metabolic alterations affect risk of childhood asthma. Science 
Translational Medicine 7:307ra152.
Asher, M. I., S. Montefort, B. Björkstén, C. K. W. Lai, D. P. 
Strachan, S. K. Weiland, and H. Williams. 2006. Worldwide 
time trends in the prevalence of symptoms of asthma, allergic 
rhinoconjunctivitis, and eczema in childhood. ISAAC Phases 
One and Three repeat multicountry cross-sectional surveys. 
The Lancet 368:733–743.
Ball, T. M., J. A. Castro-Rodriguez, K. A. Griffith, C. J. Holberg, 
F. D. Martinez, and A. L. Wright. 2000. Siblings, day-care 
attendance, and the risk of asthma and wheezing during 
childhood. The New England journal of medicine 343:538–
543.
Baquero, F., and C. Nombela. 2012. The microbiome as a human 
organ. Clinical microbiology and infection : the official 
publication of the European Society of Clinical Microbiology 
and Infectious Diseases 18 Suppl 4:2–4.
Barberán, A., R. R. Dunn, B. J. Reich, K. Pacifici, E. B. Laber, 
H. L. Menninger, J. M. Morton, J. B. Henley, J. W. Leff, S. 
L. Miller, and N. Fierer. 2015a. The ecology of microscopic 
life in household dust. Proceedings. Biological sciences 282.
Barberán, A., J. Ladau, J. W. Leff, K. S. Pollard, H. L. 
Menninger, R. R. Dunn, and N. Fierer. 2015b. Continental-
scale distributions of dust-associated bacteria and fungi. 
Proceedings of the National Academy of Sciences of the 
United States of America 112:5756–5761.
Barnosky, A. D., N. Matzke, S. Tomiya, G. O. U. Wogan, B. 
Swartz, T. B. Quental, C. Marshall, J. L. McGuire, E. L. 
Lindsey, K. C. Maguire, B. Mersey, and E. A. Ferrer. 2011. 
Has the Earth’s sixth mass extinction already arrived? Nature 
471:51–57.
Bateman, A. C. 2017. The dynamics of microbial transfer and 
persistence on human skin. Dissertation.
Beasley, R. 1998. Worldwide variation in prevalence of 
symptoms of asthma, allergic rhinoconjunctivitis, and atopic 
eczema. ISAAC. The Lancet 351:1225–1232.
Belkaid, Y., and J. A. Segre. 2014. Dialogue between skin 
microbiota and immunity. Science (New York, N.Y.) 
346:954–959.
Bellumori, T. P., T. R. Famula, D. L. Bannasch, J. M. Belanger, 
and A. M. Oberbauer. 2013. Prevalence of inherited 
disorders among mixed-breed and purebred dogs: 27,254 
cases (1995-2010). Journal of the American Veterinary 
Medical Association 242:1549–1555.
Birzele, L. T., M. Depner, M. J. Ege, M. Engel, S. Kublik, C. 
Bernau, G. J. Loss, J. Genuneit, E. Horak, M. Schloter, C. 
Braun-Fahrländer, H. Danielewicz, D. Heederik, E. von 
Mutius, and A. Legatzki. 2017. Environmental and mucosal 
microbiota and their role in childhood asthma. Allergy 
72:109–119.
Bisgaard, H., N. Li, K. Bonnelykke, B. L. K. Chawes, T. Skov, G. 
Paludan-Müller, J. Stokholm, B. Smith, and K. A. Krogfelt. 
2011. Reduced diversity of the intestinal microbiota during 
infancy is associated with increased risk of allergic disease at 
school age. The Journal of allergy and clinical immunology 
128:646-52.e1-5.
Blaser, M. J. 2014. The microbiome revolution. The Journal of 
clinical investigation 124:4162–4165.
Bloomfield, S. F., G. A. Rook, E. A. Scott, F. Shanahan, R. 
Stanwell-Smith, and P. Turner. 2016. Time to abandon the 
hygiene hypothesis: new perspectives on allergic disease, 
the human microbiome, infectious disease prevention and 
the role of targeted hygiene. Perspectives in public health 
136:213–224.
Braun-Fahrländer, Gassner, Grize, Neu, Sennhauser, Varonier, 
Vuille, and Wüthrich. 1999. Prevalence of hay fever and 
allergic sensitization in farmer’s children and their peers 
living in the same rural community. Clinical & Experimental 
Allergy 29:28–34.
Coon, K. L., M. R. Brown, and M. R. Strand. 2016. 
Mosquitoes host communities of bacteria that are essential 
for development but vary greatly between local habitats. 
Molecular ecology 25:5806–5826.
26
SUMMARY
Costello, E. K., C. L. Lauber, M. Hamady, N. Fierer, J. I. 
Gordon, and R. Knight. 2009. Bacterial community variation 
in human body habitats across space and time. Science (New 
York, N.Y.) 326:1694–1697.
Coussens, L. M., and Z. Werb. 2002. Inflammation and cancer. 
Nature 420:860–867.
Debarry, J., H. Garn, A. Hanuszkiewicz, N. Dickgreber, N. 
Blümer, E. von Mutius, A. Bufe, S. Gatermann, H. Renz, 
O. Holst, and H. Heine. 2007. Acinetobacter lwoffii and 
Lactococcus lactis strains isolated from farm cowsheds 
possess strong allergy-protective properties. Journal of 
Allergy and Clinical Immunology 119:1514–1521.
Dicksved, J., H. Flöistrup, A. Bergström, M. Rosenquist, G. 
Pershagen, A. Scheynius, S. Roos, J. S. Alm, L. Engstrand, 
C. Braun-Fahrländer, E. von Mutius, and J. K. Jansson. 
2007. Molecular fingerprinting of the fecal microbiota of 
children raised according to different lifestyles. Applied and 
environmental microbiology 73:2284–2289.
Ege, M. J., I. Herzum, G. Büchele, S. Krauss-Etschmann, R. 
P. Lauener, M. Roponen, A. Hyvärinen, D. A. Vuitton, J. 
Riedler, B. Brunekreef, J.-C. Dalphin, C. Braun-Fahrländer, 
J. Pekkanen, H. Renz, and E. von Mutius. 2008. Prenatal 
exposure to a farm environment modifies atopic sensitization 
at birth. The Journal of allergy and clinical immunology 
122:407-12, 412.e1-4.
Eichmiller, J. J., M. J. Hamilton, C. Staley, M. J. Sadowsky, 
and P. W. Sorensen. 2016. Environment shapes the fecal 
microbiome of invasive carp species. Microbiome 4:44.
Epp Schmidt, D. J., R. Pouyat, K. Szlavecz, H. Setälä, D. J. 
Kotze, I. Yesilonis, S. Cilliers, E. Hornung, M. Dombos, and 
S. A. Yarwood. 2017. Urbanization erodes ectomycorrhizal 
fungal diversity and may cause microbial communities to 
converge. Nature Ecology & Evolution 1:123.
Frei, R., R. Ferstl, C. Roduit, M. Z. Dipl-Ing, E. Schiavi, W. 
Barcik, N. Rodriguez-Perez, O. F. Wirz, M. Wawrzyniak, B. 
Pugin, D. Nehrbass, M. Jutel, S. Smolinska, P. Konieczna, 
C. Bieli, S. Loeliger, M. Waser, G. Pershagen, J. Riedler, 
M. Depner, B. Schaub, J. Genuneit, H. Renz, J. Pekkanen, 
A. M. Karvonen, J.-C. Dalphin, M. van Hage, G. Doekes, 
M. Akdis, C. Braun-Fahrländer, C. A. Akdis, E. von Mutius, 
L. O’Mahony, and R. P. Lauener. 2017. Exposure to non-
microbial N-Glycolylneuraminic acid protects farmers’ 
children against airway inflammation and colitis. The 
Journal of allergy and clinical immunology. doi:10.1016/j.
jaci.2017.04.051.
Fyhrquist, N., L. Ruokolainen, A. Suomalainen, S. Lehtimäki, 
V. Veckman, J. Vendelin, P. Karisola, M. Lehto, T. Savinko, 
H. Jarva, T. U. Kosunen, J. Corander, P. Auvinen, L. Paulin, 
L. von Hertzen, T. Laatikainen, M. Mäkelä, T. Haahtela, 
D. Greco, I. Hanski, and H. Alenius. 2014. Acinetobacter 
species in the skin microbiota protect against allergic 
sensitization and inflammation. The Journal of allergy and 
clinical immunology 134:1301-1309.e11.
Genuneit, J. 2012. Exposure to farming environments in 
childhood and asthma and wheeze in rural populations: a 
systematic review with meta-analysis. Pediatric allergy and 
immunology : official publication of the European Society of 
Pediatric Allergy and Immunology 23:509–518.
Gilbert, J. A., R. A. Quinn, J. Debelius, Z. Z. Xu, J. Morton, N. 
Garg, J. K. Jansson, P. C. Dorrestein, and R. Knight. 2016. 
Microbiome-wide association studies link dynamic microbial 
consortia to disease. Nature 535:94–103.
Grice, E. A., H. H. Kong, S. Conlan, C. B. Deming, J. Davis, A. 
C. Young, G. G. Bouffard, R. W. Blakesley, P. R. Murray, E. 
D. Green, M. L. Turner, and J. A. Segre. 2009. Topographical 
and temporal diversity of the human skin microbiome. 
Science (New York, N.Y.) 324:1190–1192.
Grice, E. A., and J. A. Segre. 2011. The skin microbiome. 
Nature reviews. Microbiology 9:244–253.
Hanski, I., L. von Hertzen, N. Fyhrquist, K. Koskinen, K. 
Torppa, T. Laatikainen, P. Karisola, P. Auvinen, L. Paulin, 
M. J. Mäkelä, E. Vartiainen, T. U. Kosunen, H. Alenius, and 
T. Haahtela. 2012. Environmental biodiversity, human 
microbiota, and allergy are interrelated. Proceedings of 
the National Academy of Sciences of the United States of 
America 109:8334–8339.
Hertzen, L. C. von, and T. Haahtela. 2004. Asthma and atopy - 
the price of affluence? Allergy 59:124–137.
Hertzen, L. von, I. Hanski, and T. Haahtela. 2011. Natural 
immunity. Biodiversity loss and inflammatory diseases are 
two global megatrends that might be related. EMBO reports 
12:1089–1093.
Hesselmar, Aberg, Eriksson, and Bjorksten. 1999. Does 
early exposure to cat or dog protect against later allergy 
development? Clinical & Experimental Allergy 29:611–617.
Honda, K., and D. R. Littman. 2016. The microbiota in adaptive 
immune homeostasis and disease. Nature 535:75–84.
Hooper, L. V., D. R. Littman, and A. J. Macpherson. 2012. 
Interactions between the microbiota and the immune system. 
Science (New York, N.Y.) 336:1268–1273.
Hospodsky, D., J. Qian, W. W. Nazaroff, N. Yamamoto, K. Bibby, 
H. Rismani-Yazdi, and J. Peccia. 2012. Human occupancy as 
a source of indoor airborne bacteria. PloS one 7:e34867.
Hotamisligil, G. S. 2006. Inflammation and metabolic disorders. 
Nature 444:860–867.
Hsu, T., R. Joice, J. Vallarino, G. Abu-Ali, E. M. Hartmann, 
A. Shafquat, C. DuLong, C. Baranowski, D. Gevers, J. L. 
Green, X. C. Morgan, J. D. Spengler, and C. Huttenhower. 
2016. Urban Transit System Microbial Communities Differ 
27
JENNI	LEHTIMÄKI
by Surface Type and Interaction with Humans and the 
Environment. mSystems 1.
Hyde, E. R., J. A. Navas-Molina, S. J. Song, J. G. Kueneman, G. 
Ackermann, C. Cardona, G. Humphrey, D. Boyer, T. Weaver, 
J. R. Mendelson, V. J. McKenzie, J. A. Gilbert, and R. Knight. 
2016. The Oral and Skin Microbiomes of Captive Komodo 
Dragons Are Significantly Shared with Their Habitat. 
mSystems 1.
Jousilahti, P., T. Haahtela, T. Laatikainen, M. Mäkelä, and E. 
Vartiainen. 2016. Asthma and respiratory allergy prevalence 
is still increasing among Finnish young adults. The European 
respiratory journal 47:985–987.
Karkman, A., J. Lehtimäki, and L. Ruokolainen. 2017. The 
ecology of human microbiota: dynamics and diversity in 
health and disease. Annals of the New York Academy of 
Sciences 1399:78–92.
Karmaus, W. 2002. Does a higher number of siblings protect 
against the development of allergy and asthma? A review. 
Journal of Epidemiology & Community Health 56:209–217.
Kausel, L., A. Boneberger, M. Calvo, and K. Radon. 2013. 
Childhood asthma and allergies in urban, semiurban, and 
rural residential sectors in Chile. TheScientificWorldJournal 
2013:937935.
Kennedy, E. A., J. Connolly, J. O. Hourihane, P. G. Fallon, W. 
H. I. McLean, D. Murray, J.-H. Jo, J. A. Segre, H. H. Kong, 
and A. D. Irvine. 2017. Skin microbiome before development 
of atopic dermatitis. Early colonization with commensal 
staphylococci at 2 months is associated with a lower risk of 
atopic dermatitis at 1 year. The Journal of allergy and clinical 
immunology 139:166–172.
King, G. M. 2014. Urban microbiomes and urban ecology. 
How do microbes in the built environment affect human 
sustainability in cities? Journal of microbiology (Seoul, 
Korea) 52:721–728.
Kohl, K. D., A. Brun, M. Magallanes, J. Brinkerhoff, A. Laspiur, 
J. C. Acosta, E. Caviedes-Vidal, and S. R. Bordenstein. 2017. 
Gut microbial ecology of lizards. Insights into diversity in 
the wild, effects of captivity, variation across gut regions and 
transmission. Molecular ecology 26:1175–1189.
Korpela, K., A. Salonen, L. J. Virta, R. A. Kekkonen, K. 
Forslund, P. Bork, and W. M. de Vos. 2016. Intestinal 
microbiome is related to lifetime antibiotic use in Finnish 
pre-school children. Nature communications 7:10410.
Lauber, B., V. Molitor, S. Meury, M. G. Doherr, C. Favrot, 
K. Tengvall, K. Bergvall, T. Leeb, P. Roosje, and E. Marti. 
2012. Total IgE and allergen-specific IgE and IgG antibody 
levels in sera of atopic dermatitis affected and non-affected 
Labrador- and Golden retrievers. Veterinary immunology 
and immunopathology 149:112–118.
Lax, S., D. P. Smith, J. Hampton-Marcell, S. M. Owens, K. M. 
Handley, N. M. Scott, S. M. Gibbons, P. Larsen, B. D. Shogan, 
S. Weiss, J. L. Metcalf, L. K. Ursell, Y. Vázquez-Baeza, W. van 
Treuren, N. A. Hasan, M. K. Gibson, R. Colwell, G. Dantas, 
R. Knight, and J. A. Gilbert. 2014. Longitudinal analysis 
of microbial interaction between humans and the indoor 
environment. Science (New York, N.Y.) 345:1048–1052.
Le Chatelier, E., T. Nielsen, J. Qin, E. Prifti, F. Hildebrand, G. 
Falony, M. Almeida, M. Arumugam, J.-M. Batto, S. Kennedy, 
P. Leonard, J. Li, K. Burgdorf, N. Grarup, T. Jørgensen, 
I. Brandslund, H. B. Nielsen, A. S. Juncker, M. Bertalan, 
F. Levenez, N. Pons, S. Rasmussen, S. Sunagawa, J. Tap, S. 
Tims, E. G. Zoetendal, S. Brunak, K. Clément, J. Doré, M. 
Kleerebezem, K. Kristiansen, P. Renault, T. Sicheritz-Ponten, 
W. M. de Vos, J.-D. Zucker, J. Raes, T. Hansen, P. Bork, J. 
Wang, S. D. Ehrlich, and O. Pedersen. 2013. Richness of 
human gut microbiome correlates with metabolic markers. 
Nature 500:541–546.
Legendre, P., and L. Legendre. 2012. Numerical ecology. 
Elsevier, Amsterdam, Boston.
Lehtimäki, J., A. Karkman, T. Laatikainen, L. Paalanen, L. 
von Hertzen, T. Haahtela, I. Hanski, and L. Ruokolainen. 
2017. Patterns in the skin microbiota differ in children and 
teenagers between rural and urban environments. Scientific 
reports 7:45651.
Lemieux-Labonté, V., N. Tromas, B. J. Shapiro, and F.-J. 
Lapointe. 2016. Environment and host species shape the skin 
microbiome of captive neotropical bats. PeerJ 4:e2430.
Liaw, A., and M. Wiener. 2002. Classification and Regression by 
randomForest. R News:18–22.
Lydyard, P. M., A. Whelan, and M. W. Fanger. 2011. 
Immunology. Garland Science, New York.
Macdonald, T. T., and G. Monteleone. 2005. Immunity, 
inflammation, and allergy in the gut. Science (New York, 
N.Y.) 307:1920–1925.
Maynard, C. L., C. O. Elson, R. D. Hatton, and C. T. Weaver. 
2012. Reciprocal interactions of the intestinal microbiota and 
immune system. Nature 489:231–241.
McMurdie, P. J., and S. Holmes. 2014. Waste not, want not: 
why rarefying microbiome data is inadmissible. PLoS 
computational biology 10:e1003531.
Meadow, J. F., A. E. Altrichter, S. W. Kembel, J. Kline, G. 
Mhuireach, M. Moriyama, D. Northcutt, T. K. O’Connor, 
A. M. Womack, G. Z. Brown, J. L. Green, and B. J. M. 
Bohannan. 2014. Indoor airborne bacterial communities are 
influenced by ventilation, occupancy, and outdoor air source. 
Indoor air 24:41–48.
Mello, C. S., M. S. Carmo-Rodrigues, H. B. A. Filho, L. C. F. 
L. Melli, S. Tahan, A. C. C. Pignatari, and M. B. de Morais. 
2016. Gut Microbiota Differences in Children From Distinct 
28
SUMMARY
Socioeconomic Levels Living in the Same Urban Area in 
Brazil. Journal of pediatric gastroenterology and nutrition 
63:460–465.
Meury, S., V. Molitor, M. G. Doherr, P. Roosje, T. Leeb, S. Hobi, 
S. Wilhelm, and C. Favrot. 2011. Role of the environment 
in the development of canine atopic dermatitis in Labrador 
and golden retrievers. Veterinary dermatology 22:327–334.
Mhuireach, G., B. R. Johnson, A. E. Altrichter, J. Ladau, J. 
F. Meadow, K. S. Pollard, and J. L. Green. 2016. Urban 
greenness influences airborne bacterial community 
composition. The Science of the total environment 571:680–
687.
Morrison, D. J., and T. Preston. 2016. Formation of short chain 
fatty acids by the gut microbiota and their impact on human 
metabolism. Gut microbes 7:189–200.
Mutius, E. von, F. D. Martinez, C. Fritzsch, T. Nicolai, G. Roell, 
and H. H. Thiemann. 1994. Prevalence of asthma and atopy 
in two areas of West and East Germany. American journal of 
respiratory and critical care medicine 149:358–364.
Nakatsuji, T., T. H. Chen, S. Narala, K. A. Chun, A. M. Two, T. 
Yun, F. Shafiq, P. F. Kotol, A. Bouslimani, A. V. Melnik, H. 
Latif, J.-N. Kim, A. Lockhart, K. Artis, G. David, P. Taylor, J. 
Streib, P. C. Dorrestein, A. Grier, S. R. Gill, K. Zengler, T. R. 
Hata, D. Y. M. Leung, and R. L. Gallo. 2017. Antimicrobials 
from human skin commensal bacteria protect against 
Staphylococcus aureus and are deficient in atopic dermatitis. 
Science Translational Medicine 9:eaah4680.
Nguyen, N.-P., T. Warnow, M. Pop, and B. White. 2016. A 
perspective on 16S rRNA operational taxonomic unit 
clustering using sequence similarity. NPJ biofilms and 
microbiomes 2:16004.
Nicolaou, N., N. Siddique, and A. Custovic. 2005. Allergic 
disease in urban and rural populations: increasing prevalence 
with increasing urbanization. Allergy 60:1357–1360.
Nodtvedt, A., A. Egenvall, K. Bergval, and A. Hedhammar. 
2006. Incidence of and risk factors for atopic dermatitis in 
a Swedish population of insured dogs. Veterinary Record 
159:241–246.
Obregon-Tito, A. J., R. Y. Tito, J. Metcalf, K. Sankaranarayanan, 
J. C. Clemente, L. K. Ursell, Z. Zech Xu, W. van Treuren, R. 
Knight, P. M. Gaffney, P. Spicer, P. Lawson, L. Marin-Reyes, 
O. Trujillo-Villarroel, M. Foster, E. Guija-Poma, L. Troncoso-
Corzo, C. Warinner, A. T. Ozga, and C. M. Lewis. 2015. 
Subsistence strategies in traditional societies distinguish gut 
microbiomes. Nature communications 6:6505.
Oksanen J., F. G. Blanchet, R. Kindt, P. Legendre, and P. R. 
Minchin. 2016. vegan: Community Ecology Package. R 
package version 2.3-2. https://CRAN.R-project.org/
package=vegan.
Osborne, N. J., J. J. Koplin, P. E. Martin, L. C. Gurrin, A. J. Lowe, 
M. C. Matheson, A.-L. Ponsonby, M. Wake, M. L. K. Tang, S. 
C. Dharmage, and K. J. Allen. 2011. Prevalence of challenge-
proven IgE-mediated food allergy using population-based 
sampling and predetermined challenge criteria in infants. The 
Journal of allergy and clinical immunology 127:668-76.e1-2.
Parfrey, L. W., W. A. Walters, C. L. Lauber, J. C. Clemente, D. 
Berg-Lyons, C. Teiling, C. Kodira, M. Mohiuddin, J. Brunelle, 
M. Driscoll, N. Fierer, J. A. Gilbert, and R. Knight. 2014. 
Communities of microbial eukaryotes in the mammalian gut 
within the context of environmental eukaryotic diversity. 
Frontiers in microbiology 5:298.
Paulson, J. N., O. C. Stine, H. C. Bravo, and M. Pop. 2013. 
Differential abundance analysis for microbial marker-gene 
surveys. Nature methods 10:1200–1202.
Pozuelo, M., S. Panda, A. Santiago, S. Mendez, A. Accarino, 
J. Santos, F. Guarner, F. Azpiroz, and C. Manichanh. 
2015. Reduction of butyrate- and methane-producing 
microorganisms in patients with Irritable Bowel Syndrome. 
Scientific reports 5:12693.
Prescott, S. L., D.-L. Larcombe, A. C. Logan, C. West, W. 
Burks, L. Caraballo, M. Levin, E. van Etten, P. Horwitz, A. 
Kozyrskyj, and D. E. Campbell. 2017. The skin microbiome: 
impact of modern environments on skin ecology, barrier 
integrity, and systemic immune programming. The World 
Allergy Organization journal 10:29.
Prober, S. M., J. W. Leff, S. T. Bates, E. T. Borer, J. Firn, W. S. 
Harpole, E. M. Lind, E. W. Seabloom, P. B. Adler, J. D. 
Bakker, E. E. Cleland, N. M. DeCrappeo, E. DeLorenze, N. 
Hagenah, Y. Hautier, K. S. Hofmockel, K. P. Kirkman, J. M. 
H. Knops, K. J. La Pierre, A. S. MacDougall, R. L. McCulley, 
C. E. Mitchell, A. C. Risch, M. Schuetz, C. J. Stevens, R. J. 
Williams, and N. Fierer. 2015. Plant diversity predicts beta 
but not alpha diversity of soil microbes across grasslands 
worldwide. Ecology letters 18:85–95.
Pucheu-Haston, C. M. 2016. Atopic dermatitis in the domestic 
dog. Clinics in dermatology 34:299–303.
Qin, J., Y. Li, Z. Cai, S. Li, J. Zhu, F. Zhang, S. Liang, W. Zhang, 
Y. Guan, D. Shen, Y. Peng, D. Zhang, Z. Jie, W. Wu, Y. Qin, 
W. Xue, J. Li, L. Han, D. Lu, P. Wu, Y. Dai, X. Sun, Z. Li, A. 
Tang, S. Zhong, X. Li, W. Chen, R. Xu, M. Wang, Q. Feng, 
M. Gong, J. Yu, Y. Zhang, M. Zhang, T. Hansen, G. Sanchez, 
J. Raes, G. Falony, S. Okuda, M. Almeida, E. LeChatelier, P. 
Renault, N. Pons, J.-M. Batto, Z. Zhang, H. Chen, R. Yang, W. 
Zheng, S. Li, H. Yang, J. Wang, S. D. Ehrlich, R. Nielsen, O. 
Pedersen, K. Kristiansen, and J. Wang. 2012. A metagenome-
wide association study of gut microbiota in type 2 diabetes. 
Nature 490:55–60.
Renz, H., P. G. Holt, M. Inouye, A. C. Logan, S. L. Prescott, and 
P. D. Sly. 2017. An exposome perspective. Early-life events 
29
JENNI	LEHTIMÄKI
and immune development in a changing world. The Journal 
of allergy and clinical immunology 140:24–40.
Renz, H., E. von Mutius, S. Illi, F. Wolkers, T. Hirsch, and S. K. 
Weiland. 2002. TH1/TH2 immune response profiles differ 
between atopic children in eastern and western Germany. 
Journal of Allergy and Clinical Immunology 109:338–342.
Rook, G. A. 2013. Regulation of the immune system by 
biodiversity from the natural environment: an ecosystem 
service essential to health. Proceedings of the National 
Academy of Sciences of the United States of America 
110:18360–18367.
Rook, G. A. W. 2010. 99th Dahlem conference on infection, 
inflammation and chronic inflammatory disorders: darwinian 
medicine and the ’hygiene’ or ’old friends’ hypothesis. 
Clinical and experimental immunology 160:70–79.
Ruokolainen, L. 2017. Green living environment protects 
against allergy, or does it? The European respiratory journal 
49.
Ruokolainen, L., N. Fyhrquist, and T. Haahtela. 2016. The rich 
and the poor: environmental biodiversity protecting from 
allergy. Current opinion in allergy and clinical immunology 
16:421–426.
Ruokolainen, L., L. von Hertzen, N. Fyhrquist, T. Laatikainen, 
J. Lehtomäki, P. Auvinen, A. M. Karvonen, A. Hyvärinen, V. 
Tillmann, O. Niemelä, M. Knip, T. Haahtela, J. Pekkanen, 
and I. Hanski. 2015. Green areas around homes reduce atopic 
sensitization in children. Allergy 70:195–202.
Ruokolainen, L., L. Paalanen, A. Karkman, T. Laatikainen, L. 
von Hertzen, T. Vlasoff, O. Markelova, V. Masyuk, P. Auvinen, 
L. Paulin, H. Alenius, N. Fyhrquist, I. Hanski, M. J. Mäkelä, 
E. Zilber, P. Jousilahti, E. Vartiainen, and T. Haahtela. 2017. 
Significant disparities in allergy prevalence and microbiota 
between the young people in Finnish and Russian Karelia. 
Clinical and experimental allergy : journal of the British 
Society for Allergy and Clinical Immunology 47:665–674.
Schouten, L. J., H. Meijer, J. A. M. Huveneers, nd L. A. L. 
M. Kiemeney. 1996. Urban-Rural Differences in Cancer 
Incidence in The Netherlands, 1989–1991. International 
Journal of Epidemiology 25:729–736.
Schuijs, M. J., M. A. Willart, K. Vergote, D. Gras, K. Deswarte, 
M. J. Ege, F. B. Madeira, R. Beyaert, G. van Loo, F. Bracher, 
E. von Mutius, P. Chanez, B. N. Lambrecht, and H. Hammad. 
2015. Farm dust and endotoxin protect against allergy 
through A20 induction in lung epithelial cells. Science (New 
York, N.Y.) 349:1106–1110.
Shade, A. 2017. Diversity is the question, not the answer. The 
ISME journal 11:1–6.
Shreiner, A., G. B. Huffnagle, and M. C. Noverr. 2008. The 
”Microflora Hypothesis” of allergic disease. Advances in 
experimental medicine and biology 635:113–134.
Song, C., B. Wang, J. Tan, L. Zhu, D. Lou, and X. Cen. 2017. 
Comparative analysis of the gut microbiota of black bears in 
China using high-throughput sequencing. Molecular genetics 
and genomics : MGG 292:407–414.
Song, S. J., C. Lauber, E. K. Costello, C. A. Lozupone, G. 
Humphrey, D. Berg-Lyons, J. G. Caporaso, D. Knights, J. C. 
Clemente, S. Nakielny, J. I. Gordon, N. Fierer, and R. Knight. 
2013. Cohabiting family members share microbiota with one 
another and with their dogs. eLife 2:e00458.
Soon, I. S., N. A. Molodecky, D. M. Rabi, W. A. Ghali, H. W. 
Barkema, and G. G. Kaplan. 2012. The relationship between 
urban environment and the inflammatory bowel diseases. A 
systematic review and meta-analysis. BMC gastroenterology 
12:51.
Staley, J. T. 1997. Biodiversity. Are microbial species threatened? 
Current Opinion in Biotechnology 8:340–345.
Stein, M. M., C. L. Hrusch, J. Gozdz, C. Igartua, V. Pivniouk, 
S. E. Murray, J. G. Ledford, M. Marques Dos Santos, R. 
L. Anderson, N. Metwali, J. W. Neilson, R. M. Maier, J. A. 
Gilbert, M. Holbreich, P. S. Thorne, F. D. Martinez, E. von 
Mutius, D. Vercelli, C. Ober, and A. I. Sperling. 2016. Innate 
Immunity and Asthma Risk in Amish and Hutterite Farm 
Children. The New England journal of medicine 375:411–
421.
Tilman, D., F. Isbell, and J. M. Cowles. 2014. Biodiversity 
and Ecosystem Functioning. Annual Review of Ecology, 
Evolution, and Systematics 45:471–493.
Tun, H. M., T. Konya, T. K. Takaro, J. R. Brook, R. Chari, C. 
J. Field, D. S. Guttman, A. B. Becker, P. J. Mandhane, S. 
E. Turvey, P. Subbarao, M. R. Sears, J. A. Scott, and A. L. 
Kozyrskyj. 2017. Exposure to household furry pets influences 
the gut microbiota of infant at 3-4 months following various 
birth scenarios. Microbiome 5:40.
Tyakht, A. V., E. S. Kostryukova, A. S. Popenko, M. S. Belenikin, 
A. V. Pavlenko, A. K. Larin, I. Y. Karpova, O. V. Selezneva, T. 
A. Semashko, E. A. Ospanova, V. V. Babenko, I. V. Maev, S. V. 
Cheremushkin, Y. A. Kucheryavyy, P. L. Shcherbakov, V. B. 
Grinevich, O. I. Efimov, E. I. Sas, R. A. Abdulkhakov, S. R. 
Abdulkhakov, E. A. Lyalyukova, M. A. Livzan, V. V. Vlassov, R. 
Z. Sagdeev, V. V. Tsukanov, M. F. Osipenko, I. V. Kozlova, A. V. 
Tkachev, V. I. Sergienko, D. G. Alexeev, and V. M. Govorun. 
2013. Human gut microbiota community structures in urban 
and rural populations in Russia. Nature communications 
4:2469.
van Steenbeek, F. G., M. K. Hytönen, P. A. J. Leegwater, and H. 
Lohi. 2016. The canine era: the rise of a biomedical model. 
Animal genetics 47:519–527.
Wang, T., G. Cai, Y. Qiu, N. Fei, M. Zhang, X. Pang, W. Jia, 
S. Cai, and L. Zhao. 2012. Structural segregation of gut 
30
SUMMARY
microbiota between colorectal cancer patients and healthy 
volunteers. The ISME journal 6:320–329.
Verlinden, A., M. Hesta, S. Millet, and G. P. J. Janssens. 2006. 
Food allergy in dogs and cats: a review. Critical reviews in 
food science and nutrition 46:259–273.
Wilkinson, D. M., S. Koumoutsaris, E. A. D. Mitchell, and I. 
Bey. 2012. Modelling the effect of size on the aerial dispersal 
of microorganisms. Journal of Biogeography 39:89–97.
Yatsunenko, T., F. E. Rey, M. J. Manary, I. Trehan, M. G. 
Dominguez-Bello, M. Contreras, M. Magris, G. Hidalgo, 
R. N. Baldassano, A. P. Anokhin, A. C. Heath, B. Warner, 
J. Reeder, J. Kuczynski, J. G. Caporaso, C. A. Lozupone, 
C. Lauber, J. C. Clemente, D. Knights, R. Knight, and J. I. 
Gordon. 2012. Human gut microbiome viewed across age 
and geography. Nature 486:222–227.
Ying, S., D.-N. Zeng, L. Chi, Y. Tan, C. Galzote, C. Cardona, S. 
Lax, J. Gilbert, and Z.-X. Quan. 2015a. The Influence of Age 
and Gender on Skin-Associated Microbial Communities in 
Urban and Rural Human Populations. PloS one 10:e0141842.
Ying, S., D.-N. Zeng, L. Chi, Y. Tan, C. Galzote, C. Cardona, S. 
Lax, J. Gilbert, and Z.-X. Quan. 2015b. The Influence of Age 
and Gender on Skin-Associated Microbial Communities in 
Urban and Rural Human Populations. PloS one 10:e0141842.
Zhang, J., Z. Guo, Z. Xue, Z. Sun, M. Zhang, L. Wang, G. Wang, 
F. Wang, J. Xu, H. Cao, H. Xu, Q. Lv, Z. Zhong, Y. Chen, 
S. Qimuge, B. Menghe, Y. Zheng, L. Zhao, W. Chen, and H. 
Zhang. 2015a. A phylo-functional core of gut microbiota in 
healthy young Chinese cohorts across lifestyles, geography 
and ethnicities. The ISME journal 9:1979–1990.
Zhang, X., D. Zhang, H. Jia, Q. Feng, D. Wang, Di Liang, X. 
Wu, J. Li, L. Tang, Y. Li, Z. Lan, B. Chen, Y. Li, H. Zhong, H. 
Xie, Z. Jie, W. Chen, S. Tang, X. Xu, X. Wang, X. Cai, S. Liu, 
Y. Xia, J. Li, X. Qiao, J. Y. Al-Aama, H. Chen, L. Wang, Q.-J. 
Wu, F. Zhang, W. Zheng, Y. Li, M. Zhang, G. Luo, W. Xue, 
L. Xiao, J. Li, W. Chen, X. Xu, Y. Yin, H. Yang, J. Wang, K. 
Kristiansen, L. Liu, T. Li, Q. Huang, Y. Li, and J. Wang. 2015b. 
The oral and gut microbiomes are perturbed in rheumatoid 
arthritis and partly normalized after treatment. Nature 
medicine 21:895–905.
Zhao, L. 2013. The gut microbiota and obesity: from correlation 
to causality. Nature reviews. Microbiology 11:639–647.
Zhao, L., W. Xu, S. A. Ibrahim, J. Jin, J. Feng, J. Jiang, J. Meng, 
and F. Ren. 2011. Effects of age and region on fecal microflora 
in elderly subjects living in Bama, Guangxi, China. Current 
microbiology 62:64–70.
Zhernakova, A., A. Kurilshikov, M. J. Bonder, E. F. Tigchelaar, 
M. Schirmer, T. Vatanen, Z. Mujagic, A. V. Vila, G. Falony, 
S. Vieira-Silva, J. Wang, F. Imhann, E. Brandsma, S. A. 
Jankipersadsing, M. Joossens, M. C. Cenit, P. Deelen, 
M. A. Swertz, R. K. Weersma, E. J. M. Feskens, M. G. 
Netea, D. Gevers, D. Jonkers, L. Franke, Y. S. Aulchenko, 
C. Huttenhower, J. Raes, M. H. Hofker, R. J. Xavier, C. 
Wijmenga, and J. Fu. 2016. Population-based metagenomics 
analysis reveals markers for gut microbiome composition and 
diversity. Science (New York, N.Y.) 352:565–569.
